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(57) Abstract: Adenins derivatives 
represented by the follciwing general 
formula G) wherein X represents NR^ 
(wherein represents hydrogen or C1.3 
alkyl), etc.; R^ represents optionally 
substituted alkyl, etc.; represents hy- 
droxy, etc.; and Y represents an optionally 
substituted aromatic heterocycle, etc:; 
tautomers thereof or pharmaccutically 
acceptable salts thereof;-; and drugs such 
as interferon inducing agents, antiviral 
agents, anticancer agents^ type 2 helper T 
cell-selective immune response inhibitors, 
antiallei^ic agents and immune response 
controlling agents containing the same as 
the active ingredient 
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2 ^©#U ^^^YX^r^^ 31^™^^.^$)?. Vi«$ffl)!&ig*^tCcfco T 

eiti^T-i* y^-ys^uym^^m^n-Dmw.thxn.. )\/7.^mo^m 

unthxowimtmmxh^. f&6^=f-( y^-y :sLuy^mmwthx. y)v 
:^vyym. tr u $ / y > h 7 4^ / ymfs: am-o © t) (D-^mn-^nx 

^rzi)^ (Mayer, G.D., et al. : Science. 1970, 169. 1214, Nichol, F.R. . et a 
1. : Antimicrob. Agents Chemother.. 1976. 9, 433 , Stringfellow, D. A., et 
al. : Antimicrob. Agents Chemother. . 1991. 15. Ill) > ?&S^^^3&t{£< , 
^Vi«^©Stt0fcJ6EmSitbT0M^«8lfj^^nTtfc (Reiter. M.A...et 

al. : J. Leukocyte Biol. 1994, 55, 234) c 3^\(D^&j^^-( y^-y a^nymM 
mmtLX. -r^i5^7=^/ U >1§^#:T^^R-837 «$^^}^) fc^e>tlTVi 
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§555 (EP 145,340) . R-837CD<>i$'-7xO>^#^&14«{£<, mi^motctb 

x.uymm^mf}^$>^ct^!^m\yrc (W099-28321) » u^&^b. <in6(oit'^m 

^^MD--(.hti-(>\z\t^>^-u>(^.>-2 (IL-2) "^^>i5^-7xa>'-r . 
(IFN-r) 75:^*5*0. mmm^^m^-^Mh<D\z\t. ^>^-a-(^->'A 

(IL-4) ^■i'>:$7-o^c^>-5 (iL-5) fSii£i)^;^^o Thimi)-^ hti-i y^t-?^ 

7^ U 7 £ ic^r Si^^M;^ ©Mtt^^ b T -5 i: t & tiT 

mz\\.'k\%mmz\%m^(hn&-^^m-tL^'^\^is^. \\muo^\m-m.v^m^ 

30^*fe?>o 'i>x±.iim\imo:>mi^-^^wm\z^u-t^%m-t. "mm-^ur^-t 
i^wd^mzm^s ^%m<^'Bmt. ^Bm^BLncm^^k. x-rxfit'oc^-r jut. 
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(1) (I) : 



^)Vm. X\t^7'U7^)-)l7)V^)VmT^^tlim (1) {CESOib^tl. 
(3) MIB-^^ (I) tC:feViT> R'?5^'j^^^l~6<^7;Wl/»Tfe§MfB (1 




•Y 
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) (2) 

(4) mm-m^ (d {c^jvix. nht^^me (d ~ o) ovi-rn 

(5) itfi2-i$s (I) tcfevix. mmmi-T$>^mm (i) ~ (s) o 

(7) MIB-^^ (I) lC:feViT, YT&t, b < ^7 iS' k >SX 

itmm^L<it^mm<D^:ty3:>mx'$>^mm (i) ~ (s) ©^i-rn:o^ciB 

(8) isfs-jigsc (I) jccfeViT> ^mm-^AOTju^jm^ mmm-i 

(9) wia-^^ (I) fc:fevir. Yf)^. mMm--w7)v^)v^. s^mm^A 

.JUST^I^, R^d^TKmS-rfe^irlE (1) ~ (6) , (8) ©Vi-fn^&^fCiE®© 

(1 0) NH xjsmmMTT^s (9) mmoit^mo 

(1 1) ME (1) ~ (1 0) ®Virn;&MCIBao^b^#i<&W^^5^fr:5Kli 

o 

(1 2) mw. (1) - (1 0) (o\,^rm-'izmm<D^t'^!^^^M^^t-r^'i> 
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(13) MI3 (1) ~ (10) 0\f^Ttii!)^zmm<oit'^i^^mmm^tt?>^^ 

(14) wiB (1) - (10) m^rnmzmmcDit^m^^^^^tr^^m 
mo 

(1 5) mm (1) - (10) oviTn55^cEic©^b^ti&^^fig5^<hTs^< 

(16) mm (1) - (10) (D\,^'rM^\zmm(Dit'^m^^^mtr^^T 

(17) iriB (1) ~ (10) m^rtimzmmcoit^m^^^^^^ii-t^f^m 

T)V^)Vm. Ty}V^)Vm. ISLTS^y-nr V -j]^7)u^}vmmm^v\^^o 

2-:^nt!;ws. i-:/5f;i/S, 2-::^5^;vs. i-^>5^;1/»> z-^>5^;vs. 
2-^^->;w«. i-^y9^;i/Kv 2-^>^^;i'S. s-^t'^^ji/S, 
2->^5^;i/:/De;v». 2-;<5^;i/:/5^;i/S, 3-p^5-;v:/9";i'S> 2-/5^ 
;V'^>5"-;pg. 3-><5^;p-^>^;i'S^ 4-^5^;^^>5^;^^, p<5^;i<'A^'>;pg, 
1. l-s?^5^;i^x5^;i/^. 1. 1-5^^ n tf 2-x5^;i. 



5 



wo 02/085905 



PCT/JP02/03727 



g> 2-fc }«D4^e/x5=';vs. \'\i\^u^iy':fu\i)'vm. 2-b HD=^i/::^ntr;vs 
, 3-hHD4^->:/ntf;VS. \-\iYu^=y^^)\,m. l-\i\^u^=^^^)V^. 3- 

2-xh^5^x5^;i/^, 3-xh:^^s>7Dtf;i^;fe£/55^^f Sti^o 

*/c-^^C (I) (r-:feViT. RHc::fett-5 7U-;US*/cJ^'\7^n7U-JP«t 

bT«, 7xx;i/S, l-:^■7^;^Sv2-:^75^;^s, 2-trU'7;i/S> 3-b!u-7;i/. 

4-k'-US?;i^S, 2-t!7$^x;i.«, 3-tf^>^x;i/S, 2-tf U 5 S^x;)/^, 4-tr 

^xx;i.»y^j:f;ot^tf e,n5o ±fB7U -;v^^fc«AxD7u -}vm\mwM 
h^^^tm.^m%i^hx\f^x%^<^ u^mthx\t^mm^A(07)[^^)vm:' 
^Mm^w7 }vn^-ym. ii^mm. ^M^h^. s^mm--A07)v^)i^^ 
g.. ;>o^>M^, 7S/S. ^mw2-i(0i^7}v^)V75./m. ^mm^A<o 
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:^5^;P7syS, x5^;i/>5^;V7^yS, ;A5";vyDif;w7^/S3^£<£#tfs 

«afB]^3S|gCl-4(D^:/7;V^;i/75>^Stl>T«, 
X^)V7^/m. yDt!;i.7S7S. :/5^Jl/75/S:fef^^tf^Jl^*«T 
t^o MIB^^iSl'-4©7;i'^;i/^:tSi:UT«. ^^JV^^^fS, ■x5^;V5=-:tS 

5^;V7xx;i/g, 3-^g^;u>'xx;vs, 4-;?i^;i/7xx;i/js. 2-x5^;W7x:n;i/ 
31. 3-x^;i/7xx;i/X. 4-x5";V7xx;i/S. 2--:/'nH;V7xx;vs. 3-'/d 
tf;P7xx;i^s. 4-ynbf;P7xx;i'«, 2-'f yypt!;i/7xx;ps. 
Ptf;!/7xx;i/-s. 4-r v:/ptf;i/7xnji/S, 2->^5^;V7xx;ps, 3-7*-:?^./u 
7xx;vs, 4-:/-5^.>U7x-;i/S. 2-^aP7xrjvs, 3-i7PP7xx;i/S. 
4-i^PP7x-;i/S. 2-7;U:tP7x--;i/S, 3-7;p:f P7xx;i/g. 4-yJV:t 
P7XXJ1/S, 2-;)^ h^'>7xx;l/S. 3-p^ h=^5^7xx;)/X, 4-p< h^>'7x 
2-xS:^>'7x.i:;i'S, 3-xh^^->7xz:;i'«, 4-x N=t^'>7x-;i.S 
, 2-:/P3j^=^x7xx;V'S, 3-::^pji?^'>7xx;V'«. 4-ypj}?4^->7xx;v« 
. 2-< vyp#=^^5/7xr:;i/S, 3-'ry::^P#=^^>'7x:^;i'S> 4-rv7'P^^ 
->7xX;i/S. 2-7*K=^^~>7xX;i.^. 3-7'h=^->7xx;i/S, 4-:/h4^S/7x 

x;us. 2-y<5F;i/7.=iy 7x-;PS, 3-p^^;w75y 7xx;i/S. 4-p^^jV7^ 
y7xx;i/S. 2-xg^;w75y7xx;i.s. 3-x5^;i/75 y 7xx;i/S, 4-X5^ 
;U7$y7xx;i/S. 2-::^Ptf;i'7^/7xx;i.s, 3-yptr;i/75 y 7xx;u 
4-^pt!;W75y7xx;i.s> 2-r y >''pif;V7$/7xx;i/S, 3-<y:/ 

Pt°;i'75y 7xx;i/S. 4-ry7'Ptf;l/75 7 7xx;i.s. 2-y5^;v75 / 7 
xx;i/S, 3-y5^;i/7^y 7xx;i'», 4-:/5';U75 /7xx;ug. 2-i^^5^;i/ 
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. 4->?yptf;P7$y 7xx;i.g, 2-z^zr^)V75./y^=.jvm. 3-i?:/5^;W7 
^y7xx;ws, 4->^:::^5=-;P'7^/7xx;i/S, 2-x5^;i/^5^;i/75y 7xx;^ 
IE. 3-x5';v;>t5^;i'75y7xn;vs. 4-xg^;i/p^9^;i/75/7x:i;p^. 

^;V5^:t7xXJVS, 3-^5^;i/5^:t7xXJl/S. 4-/5^;i/5^::r7xx;l/S. 2-X 
^;i/5^:r7xx;i/g, 3-X^;i/5^:t7xx;Pg. 4-X5^Jl/5^:t7xx;i/S. 2->^ 

ntf;V5^;a-7xx;i.S, 3-:/n t!;i/^:r7xx;i/-S. 4-7"n h!;i/g^:t7xx;vs 
. 2-'f y:/Dh°;i'5^;t7xx;i/^, 3-r y7'nif;v5^;r7xx;i'Ss 4-f y:/n 
t!;V5=-:t7xx;vs. 2-:/5^;v^:*-7xxji/S. 3-:/9^;i/5^:t7xx;i'S, 4-:/ 
5^;i/5^:^7xx;us, 2-p^5";u-i-±75^;PS, z-j^'^jv-i-i-y^jvm. 4-.>^5^ 
;wi-:^7^;i/S. 5-p<^;i/-i-:h7^;i'^. 6-^5^;^-l-:^7^;^iS. 7-?^^)^- 

l-^y^)Vm. 8-.'<5^;P-l-:^7if;i/S, l-p^3^;i/-2-:^75^;i/^. 3-^5^;W2- 

-j-75^;i/S, 4-^g=•;^-2-:^7 5^;^a, 5-^5^;^-2-:^75^;^*. 6-^5"ji/-2-:b- 

y^jvM. i-^h^i^-\-i-y^}vm; A-^b^i^-i-i-y^Jvm. 5-p^h^v'-i 
-7-75^;i/g. 6-^ t-^5^-l-:f75^;pg, 7-p( h^^s>-]-:^7 5^;i/S. 8-y<N4- 

>'-l-:^75^;US, 1-^ h:^^->-2-:^75^;i'S> 3-^ h^^i/-2-:^75^;i/S, 4-,^. 
h^Z^-Z-^y^jm. i-/^ h^->-2-:^75';P«, h^'>-2-:^-75^;VS. 7 
h4^'>-2-:h75^;V^. 8-^ h=^i^-2-:^75^;^^. 2-xK^$/-I-:^75";PS 

. 3-xh:^«>-i-t7^;V'«, 4-xh^v--l-:^75^;^S, 5-xb^v'-i-^7^ 
&-:Lh^'>-i-i-y-T)V^. 7-j:h^->-l-i-y^)m. s-iLh^i^-l-r 

y^JVm> l-Xh~^v-2-:J-7^JVS, Z-JLh=¥i^-2-i-7^JV^. 4-X h:;|r'>-2 
-T7 5^;US. 5-x^^'>-2-:^75^;^S, 6-xh:^v'-2-:^7 5^;^^. 7-xh4^ 
>'-2->75F^S. 8-xh^r->;U-2-::h75^;i/S. 2-t K a^~>-l-:f75^;i/S, 3 
-}i]^u^i^-\-i-y^JVm. 4-t: h*n^>'-l-:h75^;i'S> 5"t Kd^^>'-1-^7 

B-t Hn=^>'-l-:?-7 5^;i/S, 7-t K P^'>-l-:J-7 5^;i/a, 
>'-l-:?-75^;US. i-b !*n:^^>'-2-:^75'JI/S, 3-t Ko^->-2-±75'Jl/S, 4 
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^)Vm. 7-t HD^^-2-:J-75^;P®. Z-\i\iu^-y-2-i-y^)V^. 

l-^uu-2-i-y^}i'm. 3-^D□-2-:^75^;^S. A-ifua-2~i-y9- 
Jl^m. 5-57nD-2-:^-75";US. 6-^ p D-2-:^75";i/S. 7-^ Pn-2-:^75^;V 
l-^uu-2-i-y^)vm. 2-y }Viru-\-i-y^}V^. Z-yjUta-i-i-y^ 
A-y )V^u-\-i-y^)vm. 5-7;^:^•P-l-:^7?•;^s. 6-7;^:tP-l-:^ 
7-y)V'tu-\-±y^)\^m. 8-7;P:tP-l-:^79';i/S, l-7;i/:tP-2 

-:^75^;i/*. 3-7;V:to-2-:h75^Ji/S. 4-7;i':tD-2-:^7 5^;i/X, 5-7;i<:t 
n-2-::h75^;i'». 6-7;i':tn-2-:>-75^;PS. 7-7;i/:t D-2-:^75^;^S. 8-7 
}V:tn-2-i-y^)vm. 2-TB.^-l-±y^}V^. 3-7$/-l-:^75";^S. 4-7 

5y-i-:^75^;us. 5-7^y-i-±75^;i/S. 6-7^y-i-:^75^;V'S. 7-7-== 
/ ■i-i-y^)vm. ^-r5.y-i-i-y^)vm. i-r5.j-2-i-y^)vm. 3-75./- 

2-:^7^;i'S. 4-75/-2-:t-75^;i'^. 5-7$ /^2-:^75^;^»^ 6-75 y~2-- 

:^75^;i/S. 7-75y-2-:^7 5^;I/^, 8-75 /-2-:f7g^;Wg, 2-/fF;i/75/ 

-i-^7^;i'S, 3-^5^;l/75y-l-:^7^;^S, 4-^f?^;i^7 5 y-i-:^75^;i/S 

, 5-^5=•;^7$/-l-:^75^;^^, &-;^^JV7S,y-l-i-y^)V^. 7-;^5^;P75 
/-l-:h75^;WS^ 8-^5^;^7$/-l-:^79^;^S^ l-^5^;i'7$y-2-:^75^;W 
3-p^5^;V75y-2-:^75^;i'*. 4-^5^;i/7=sy-2-:^7^;l/»^ 5-^^;i/7 
$y-2-:?-75^;VS, 6-p^^;P7$y-2-:^75";PS> 7-;*5^;i'75y-2-:^75^ 

jvm. i-^^)V75,^-2-^y^)vm. 2-i^;^^)V72. y-\-i-y^)vm. Z-J^ 
^)V7^y-\-i-y^jv^. A-j^^)V7^/-\-i-y^jm. 5~i^^^)V7^y 
-l-i-y^)vm. 6-s?^5^;i/75y-l-:^75^;i/S. 7-J;^'^)l7s.y-i-^y^ 
8-i?^5";i/75y-i-:^75^;i/S. i-5^/5";P7$y-2-^75^;i/S. 3-5? 

;f>'^)V7^/-2-^y^)Vm. A-l^;^^JV7^y-2-i-y^JVm. ^-i>>^^)V7B. 
y-2'i-y^)\^m. 6-5^p^5^;i/75y-2-:h75";l^S^ 7-i^^'^)V7B.J-2-i-y 

%--J;f>^)V72.J-2-i-7^)V&. 2-p^5^;i/-3-kfU>^;i/S. 4-p^5";i/-3 

-tfU5^;^s^ 5->^5^;i/-3-tru>^;i/«, 6-^^;v-3-t!U e^jus^ 3-^5^;i/-2-tf 
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6-^^;v-4-k!Ui^;i/S. 2-x5";w3-t!u 4-x5';i/-3-tfu>?;v 
S> 5-x5";^-3-tfu^^;^S^ 6-x5^;i/-3-t!U>^;v^. s-p^^^jw-bfUv^;^^ 

> 4-/5";i/-2-k:ui^;i/S, 5-;><5";p-2-t!U':?;ws/6-x5^;w-2-tfU5?;PS, 2 
-x5^J^-4-l;U':^;^s^ 3-xg^;i/-4-fcru5^jps. 5-x5^;l/-4-fcrui^J^^^ 6-x 

h^->-3-trui?;i/S. 6-^ h^i^-3-tfu>';i'a, 3-^^ h 4=^^-2- tfus^jp^ 

> 4-/ h + >'-2-tfiJ>?;i/«^ h4^^>-2-tf>J>';i'^. 6-p< h^'>-2-tfU>* 

2- p^ h=^^>^-4-tru>^;i/S. 3-^ b^'>-4-tfu>?;PS> 5-^ h^->-4-tf 
ue^;us, 6-p< h^r'>-4-tfU>';i/S, 2-xh^v-3-tr!j>?;vs> 4-xh:^'>--3 

-t^Ui^;^3£^ 5-Xh:^->-3-tf>Ji^;i/S. 6-Xh:^i/-3-tfUi^;P^^ 3-xK=^r 

'>-2-eus?;v»> 4-xh:^s/-2-t!U5?;w^. 5-xh:;|-v'-2-ifUi?;ws;. 8-x 
r^^>'-2-.b!Ui^;us. 2-x h^i/-4-if u 3-xhi^^e^-4-t!U 5 

--X h=^'>-4-tf U 6-x l-:^^S^-4-tf U 2-k H D ^^t^ v-S- 1! U 

4- k K n 4^ '>-3- e U 5- h K □ 4^ v-S- tf 'J 6- 1 i* a ^--3 . 

-tf'Ji^;p^. 3-t KD^TV-E-tfUS^;!^®, 4-t: HD:^'>-2-tfUi^;PS. 5-.k 
KD4^'>-2-t!'Ji^;i.S. 6-t HD4r'>-2-trU i^;kS. 2-k H Dc^i/-4-lf U ^ 

3- h KD4^S/-4-tfU>^;PS, 5-b Ko+5^-4-tfU>^;l/». B-tHn^^^v' 
-4-cfU5?JPS, 2-;<;i/*:;^K-3-t!>J>?;i'S. 4-^M':f h-Z-}f^)i?)Vm. 5- 

;i^;t7 h-3- tf 'j 6-p< M y h-3- tf i^jvm. 5-^ y h -2- e u 
4-^;i/:t7yh-2-tfUi^;i/^. 5-pt;i/:^7'h-2-tru>';v«, 6-^;!/^.!^ 

h-2-t:'J5^;i/S^ 2-p^;i/:*f>^h-4-t!U v;!/^. 3-^;i/:t?y h-4-t!U>';i/Sv 5 

V)V^. 4-^^;i/5^:t-3-trui?;PS, 5-^^;i/5^:t-3-t?us^;i/S. e-^^^jv^' 

:t-3-tfUi?;i'S. 3-p^5^;i/5?^:t-2-t!U>';VS. 4-pt5^;i/5^:r-2-tf U 5 
-yv5^;i'^:t-2-t!Ui^;PS. 6-^5";V'5^:^-2-tfU5^;P«, 2-.><5";i/5":r-4-tf U 
3-p<^;i'5^:t-4-fcf'Ji^;i'S. 5-^5^;i/5":t-4-eU 6-^5^;l/5^ 
:t-4-tf U5^;i/S. 2-:;7an-3-t!U v^;i/S^ 4-i^ o o-3-tf U i?;!^^, 5-i:7Dn- 
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tU>^;i/S. 5-i7DD-2-tfU>?;WS, 6-i>DD-2-tf'J 2-^nu-A-\^ 

2- 75y-3-t!U v^;i/S> 4-75y-3-tf';i?;V^, 5-75y-3-t!Ui? 
^WS, 6-75/-3-t!Ui?;i/S, 3-75y-2-t!Ui^;V'S^ 4-T5/-2-tfUi;;|/ 

^^ 5-75y-2-tru>?;i/S. 6-75y-2-fcru>^;i/S. 2-75y-4-tfu s^;i/S 
> 3-7^ y-4-ifu>^;vs, 5-T$/-4-bru-:^;^s^ 6-75y-4-ifu>^;i/S. 2 
-^y;>(^;i/75/-3-t!u>?;i/^. 4-^y p^5^;i/7$ y-3-tf u 5-^/ 
^g^;i'7^y-3-tfUi^;i/S. 6-^/p^5^;u75/-3-t!U>^;i'S. 3-^/p^^;i/ 
T^y-2-tr'j vjvs. 4-typ^5"ji/7$y-2-Hu>?;vs. ^-'ej :^^)vt^j 

-2-\dV'J)V&. 6-^/p^5";i/75 y-2-t;.Ui^JUS> 2-^:/ ^^;i'7^/-4-tf 

u>';i^s. 3-^/p(5";i^75/-4-tru$^;i'3l. 5-t/pt5";i/75y-4-tfu-:^;p 

6-^y^5";i'7$/-4-tfUi?;WS. 2-i?;>^5^;V7$y-3-fc!Ui?;i/l^. 4-^ 

^^)VT^/-z-}^^jp)vm. 5-i^^^;P75y-3-tfUi?;i'S> 6-e^^5^;i/7$ 

/-3-tf'J>?;i/^, 3->'p<5";i/7 5 /-2-trU>'Jl'^. 4-i^p<5^;P7$ y-2-fc:U 
5->^p<eF;i^7$./-2-t!Ui^.JP^, 6-i?p^5^;l^7 5 y-2-if U >^;)/S. 2- 
z^y^^JV7 5.J-A-\:^'Jz^)Vm. 3->'/5^;l'75/-4-fc!Uv';WS> 5-S?;>^5^;V7 
5y_4_tfij2;;p|g^ 8-i?/5^;V7$/-4-tfUi?;i^^. 2-7;U:^ D-3-tf U i?;!/ 
4-7;P:tP-3-tfU^?;HI> 5-7>:to-3-hfU-:^;i/S. 6-7;i':rn-3-fcfU 

3- :7;i'-j-a-2-fc!U:V;i/iS, 4-7;i/:ta-2-t!U 5-7;V:tD-2- 
tfUi^;US. 6-7;P:tn-2-t!U 2-7;P:t P-4-tfU >^;i'S, 3-7;i/:tD 
-4-trUv;l/«, 5-7;i/:tD-4-b!'J>';i/S. 6-7;l/:^-n-4-lfUi^;Vg> 2. 4-$^ 
;'^5^;i/-3-tf U vjUS. 2. 6->?p^^;i/-3-t!U 5, e-i^^^'jW-fcf U S?;!/ . 

4.6-i^>^5";W3-t!U>^;US. 4. 5-i?;t^;i'-2-t!U 5.6->>^^;W-2 
-tfUv;i'S. 2,^-z^^^)V-4-\£Vz^)Vm. 2,6-i^;<T}V-4-\d:^)i^)Vm. 2.4- 

h^v'-S-tf US^;VS. 2. 6-S^>^ h^i/-3-lfU v?;VS. 5, 6-e^>^ h4^'>-3- 
t!Uv;VS, 4.6-^?/ h4^i^-3-t!U>';i/S> 4, 5-5^^ h=^$^-2-tf 'J v^Jl^S. 5. 
6-5^/ h^^>'-2-fcfUv^;i/S> 2. 3-v/ S^S>-4-lf U>?;^m^ 2. S^>'-4 
-tfUv'^PS. 2-i^OD-6-p^5^;p-3-tfU>^;PS. 6-^:7 oD-2-^5';i/-3-tf U 
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^s^-e-t^DP-a-tfu-:^;^^^ 5-tJ^DP-6-p<5^;V'-3-tr>j>';i^s. 5-^h4^5>'-6 

^Sz-a-tf U n n-6-x v-3-t! U i^jvm. 2. 5. 6- h U ^ 5^;i/-3- 

trus^Ji/S. 2-t!5':?x;i/S, 5-^5^;i/-2-t!7 5^x;vs, 6-^5^;i/-2-tr7S^x 
5-^ h^'>-2-t!^v?x;uS> h^>'-2-tr7 5?x;i^S. 5-xh=^r>'-2 
-lf^$^x;i/S. 6-xh^i/-2-tf^5?x;ps, 5-i^Dn-2-tr^5?-;i.g. 6-^2^ 

2-p^5^;P-3-7UJPS, A-;^9-)V-^-y^J 5-^?;V-3-7 U 
3-p^ h^'>-2-7U;WS, 4-^ h^>'-2-7U;i/S. h^i/-2-7 UJl'^ 

> 2->^ l-^'>-3-7U;VS. 4-> h^e/-3-7U;PS. 5-p< h^^ 5^-3-7 3 
-i5'nn-2-7U;i'S, 4-i7DD-2-7U;WS» 5-^na-2-7U;i'S, 2-^'PD-3 
-7U;i/S. 4-^nn-3-7'j;i'S. 5-^^ n n-3-7 U jPS. 3-7;i/;rn-2-7U;V' 
3I» A-7)V:tu-2-y^))Vm. 5-7;V*a-2-7 U 2-7;i':j|-a-3-7 lUl/^ 

> 4-7;i/:tn-3-7ij;i/S. 5-7;U:^D-3-7U;PS> 3-^^;i^-2-5'x-;i/S, .4 

^;i^-2-5^xx;j.S. 5-^5^;i/-2-5^xx;^S. 2-p<5^;l/-3-5^x-;i.^, 4-;^ 
^JV-i-^3L=.)Vm. 5-p^5";i/-3-5^xx;PS. 3-^ h:^^>'-2-5^xx;i/^, 4-.^ 
h=^>'-2-5^xx;i/S. h:^5>-2-5^xx;i'S, 2-pt h^v'-3-5^xn;PS. 4 

K^'>-3-5^xxjV^, 5-;?^ h^^>'-3-5^xxjl/S, 3-^ □ □-2-.5'xx;i/S, 
4-i7Po-2-5^xx;i.S> 5-^7pp-2-5^xx;i.S. 2-^^ pp-3-Mx;1/S, 4- 
i5'PP-3-5^X-;i/S, P p-3-5"xx;us, 3-7;i':tP-2-5^x-;i.S, 4- 
y}V:tu-2-^ji-)\^m. 5-7;i/;e-p-2-^xx;i.S, 2-7;i/:tP-3-^Xx;i/S 
. A-y)P:tu~Z-^j:-)Vm. 5-7;i/:tP-3-5"xx;i/S75:£d^^tfe>nSo 
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-m^ (I) Yfc:feit^, ^^m^, m^M^. *fcj«iiM^*^e>MtR$n 

\f^^/~)m. -i^^^j-jm. \^')-:^>m. \f^>^>m..\^ 

mmiz^^x't(D~m-^mm^nr\^^rh^i^. mxa^mmi^^) i>>mx$> 
^m'^m'^m<DmmM\z^'ox\i^)i^>m(DBM<D^m.\zmm'^nx\f^x^^ 
<> ^mf)^\:iyz^>mx^^m^m'-zm<Dmmmz^'^x\iyi^>n(D^^ 
oim\zmm-^nx\,^xh^\r^o ^^Y7&s2Pu^±©@msfcj;oT«ji^ 
nrvis^i^tt. ^n'^n<DmmM\tKuizm-x%0if3i'DX\^^x'b^^\ 
z<DX(DwtmmtLxiimmm'-w7)v^)v^^ ^^i:i~4©7;i'n^i/s 
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m'^A(D7)v=i^zym. •^B\z\tmmmmm^w-J7jv^)V7s./mikzsmm 

. l--:fu}^)V^:^m. 2-:/n}d)V^-t^. i-':f'^A^:^m. 2-':f^)V^:tms t- 
«#lS$*■r5.Y^:bT^i. z-^^^^^-i-t-y^^;^^, 3-p<5^;i/-i-:^75^;i'S. 

. A-;^^)V-l-ty^)V&. i-^^)V-l'i-y^)V^. 6-;<5P;V-l->^75";i^^, 7 

-^5^;^-l-:^75^;^s. 8-^5^;^-i-:?-75^;i/S, i->ti?";i/-2-:^75";i/*. 3->^ 

>'-i-:^75';^^. s-^ h^s/-i-:h7 5^;i/S, 4-/ h=^i^-i-:^75="-;i/S, i)-.?^. 
h^i^-l-i-y^jVM. 6-^ •r>-t->'-i-±75^Jl/»> 7-^ h^v'-i-:^79';v«. 8 
h=^'>-l-:^75^;WS. l-.^>=^^'>-2-:^7^;i'S. i-^ h^i^-2-±y^)Vm 
> 4-^ h4^5/-2-i-75^;VS. h=^'>-2-:)-75";V^. 6->t ^^v-2-:^7^ 

7-p< h4^2^-2-'>75^;i/^, 8-^ h=^':V-2-:^7^;i'3l, 2-x h4--'>-l-:^ . 
7^;v«, 3-Xh^->-l-:^-75^;i^S, 4-Xh^r'>-l-:^75^;i/S. S-Xh^^v-l 
-t-75^;l/S> 6-X h4^>'-l-:^75^;PS. 7-Xh^>'-l-^7 5F;i/S. 8-Xh^ 
S>-l-±75";i/S, l-x)>.-^>'-2-::h7 5^;PS. 3-x h=^>'-2-:^75^;i/S. 4-x 
h^->-2-ry^)V&^ 5-Jih^->"2-i-7^)m. 6-x^:^'>-2-:^75";^^. 7. 
-xh^>'-2-:f75";VS. 8-xh^v'-2-:^75^;WS. 2-fc F Dc^^v'-l-:^ 75^;> 
a, 3-hHD+>'-l-t75^;i/a, 4-kK^:^^>'-l-:^7^;^S. 5--b h*D=^->-l 
-:^75";^S> 6-k H^:^>'-l-•^7^;^S. 7-b H^^>'-l-:^75^;^S^ 8-b 
]iu^i^-\-±7^)Um. l-k F□^>'-2-:^75^;^»^ 3-t Fn:^pi/-2-:f75^ 

4-t Hn^r>'-2-:t-7 5^;l/S, ii-h H □*'>-2-:i-75^>/PS> 6-kh'p:^'>. 

14 



wo 02/085905 



PCT/JP02/03727 



^uu-\-i-y=^-)\,m. Z-^uu-\-i-y^)],m. A-i?uu-\-i-'y^)vm. 5-^j7 

u-\-iry^)Vm, l-^^a-2-:^75^;^S. Z-i7UU-'L-i'y=^)vm. A-^fUU- 

2- i-y^)VM. i-^ua-2-i-y^)Vm^ 6-i7□P-2-::^75";^S. 7-i^pd-2- 

Z-!7 un-2-i-y^)V^. 2-y)V:tu-\-i-y^)Vm. 3-7;i/:tn-l 

-i-y^jvm. A-y)V^u-\-'fy^)v^. 5-7;^:t□-l-:^79^;^S> ^-y)V-^ 
u-\-i-y^)vm. l-y)V^u~\-i-y^)vm. i-yMu-i-i-y=^)vm. \-y 
jx^-tu-i-yy^)]/-^, 3-7;^:t^-2-:^75^;^S. 4-7;p:tn-2->7-5^;i/S, 5 
-y)V'}ru-'L-yy^h-^. 6-7;P:tD-2-:^75";vS. 1-yyviru-i-^y^)vm ■ 
. Z-y)V^u-2-jry^)\,^^ 2-7S.y-i-i-y^)vm. z-TS. /-\~i-y^jvm . 
, A-T^Z-l-^y^JV^s 5-7$/-l-:^75^;PS, 6-7^y-l-;-75^;WS. 7 

-75y-i-:f 79";ws> z-7^/-\-i-y^)vm> i-7^y-2-iry^)v^, 3-7 . 
sy-2-:^-75^;ws, /-2-±y$^)vm. 5-75.J-2-i-y^)Vm. . 
j-2-i-y^jvm. 1-7^y-2-i-y^)vm. z-7^ y-2-i-y^)vm. 2-p^^;k 
7=iy~i-i-y^)i'm. 3-^9^;l/7 5y-l-:^75"J^S. a-^^)P75. j-\-i-y 

;^7S./-l-:^7 5^;^s, %-;^^)V75./-\-ry'^)i^^. \-:^^)V7^y-2-ir .. 

y^JVm. 3-p^5^;i/75y-2-:?-79^;l/«, A-;f^^)V7^y-2-i-y^)vm. 5-;^ • 
5^;i/7$y-2-:h75^;i/S. 6-^5';V75y~2-:^-79';i/S. 7-^5^;i/7i$/-2- 
:^75^;i'S. 8-/^;i/75y-2-:^75^;l'g. 2-i?p^^;i'7^>'-l-:^75^;i^S, 

3- s^/^;v7$7-i-^75^;i/», A-i^^^JV7^y-\-^y^)VM. ^-j^^)V 
7s.y-i-i-y^)im. Q-z^^^)i'7^y-\-i-y^)i^. 1-1^^^)17^ /-\- 
t•7^p;^s^ z-p}^^)\^72./-i-i-y^jvm. i-i^?f>^}V7s,y-2-'ry^)pm 

. Z-i^)^^)l7^/-2-i-y^)V^. 4-5?/5^;i'7^y-2-:^79^;i/S. 5-i^p^5^ 
;i/75y-2-:J-75^;VS, 6-v^pi5';l/75/-2-:f75^Jl/«. 7-v*^5^;i'75/-2 
-i-y^)Vm. Z-i>;f^^)V7^y-2-i-y^)Vm. 3-^5';i'-2-5=^x-Jl/S, 4-^ 
^;i/-2-5^x-;i/S, b-?^^)V-2-^:Li:)V^. 2-/5^;i/-3-5^x-;i/S> 4-p^5" 
;i.-3-5"xx;i/S, 5-^^;i^-3-5^xx;V^> 3-^ h^>-2-5^xx;i/S, 4-^ h 
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h^'>-3-^xx;vs, 5-^ h^'>-3-5^xx;^S, 3-i^nn-2-5^xx;i/S, 4 
-^on-2-5^x-;ug. 5-:^ □D-2-5^xx;pg. 2-^^ aa-s-^^x-ji/g, 4-^7 
□ n-3-5'xx;i/g, 5-^oo-3-5^xx;i/S. 3-7;i/;t-n-2-5^xx;i'^, 4-7 
;P:ro-2-5^Xx;l/S. 5-7Jl/:^n-2-9^Xx;i/S. 2-7;l/:tD-3-5'xx;i/3i, 4 
-7;i/:tP-3-5'XXJl/S, 5-7;v:to-3-5^xx;PS. 3-p^5^;P-2-7 u 4- 

;>^5^;w2-7U;i/S, 5-^5";i/-2-7U;i'S. 2->^5^;i/-3-7U;i/S. 4-x^;i'-3- 

7U;VS. 5-;j^5";i<'-3-7U;VS, 3-^ h^'>-2-7U;i'*. 4-pt h^'>-2-7U 
^-}^h^^y-2-y^))Vm. 2-p^ N4^'>-3-7 U;VS, 4-^ b4^'>-3-7 u ;v 
5->^ h^i/-3-7'J 3-^7 □ n-2-7 U 4-i^nD-2-7U;i'»^ 5- 
n u-2-7 U 2-irD 0-3-7 4-i7DP-3-7U;V'S, 5-i^ao-3- 

7U;VS. 3-7;i':tO-2-7U;i/^> 4-7;V:tn-2-7U;VS> 5-7;P:tn-2-7 
U;i/S^ 2-7;V:tP-3-7U;i/S. 4-7;i/:tn-3-7U;VS. 5-7;V:ra-3-7!J 

3-^9^;W2-tfDU;i/S. 4-p^5^;w2-Hn>j;i/S. 5-^^ji/-2-tfnu;p 

-S. 2-pC5^;v-3-tfDU;i/*. 4-p^9^;i/-3-tfn U;i'S> 5-^5^;i/-3-tf D u 
, 3-p< K=^'>-2-tfoU;W*, 4-p< h^'>-2-tfoU;i'g, 5-^ h^">-2-tfniJ 
;i'*> 2-^ h^>'-3-fcfaU;U^> 4->^ h^v'-3-t!DU;W». 5-?^ h^->-3-tf 
nij;i/S, 3-^7ap-2-^foU;^S^ 4-i^pn-2-tro u;VS. 5-i^oP-2-tfP 
U;HI, E-i'PP-S-trPU^V^. 4-i^PP-3-t!PU;i/S, 5-^'PO-3-fc!PU 
3-7;P:tP-2-tfPU;l/S, 4-7;i/:f P-2-tfn lUl/^. 5-7;V:tP-2-t; 
OUJPS, 2-7;i/:t-p-3-tfPU;i'*, 4-7;i/:tP-3-t!PU;i'*. S-y)V^U-Z 

-tfpu;i-^. i-^9^;w2-r 5yV'J;^«^ 4-^5^;i^-2-r $yyu;i/», 

5--;i,_4-^5^^/ij;i,g^ 2-p^5^;i/-4-'r 5^V'J;i/«. 5-,^5^;i/-4-r ^^y'u 

i-p^^^jiz-s-^^yv^uji/S. 4-pt h^i^-2-r5yvu;ps, 2-^h4^>' 

-4-'r 5-^ h^->-4-^5^l/U;VS. 4-iJ7DP-2-<5:5^l/U;i/ 

2-:J7 0P-4-i'5jS'V'''J;VS, 5-:J7DP-4-r^^VU;i'S. A-y)V^U-2- 

-i^yv^jjm. 2-y)V-ta-A-(s.^^/U)vm. ^-yMu-A'-f^y^/^jjv^ 
, 2-p<5^>-3-HU 4-p<5^;l/-3-tfU S^;i-S> 5-^^;V-3-t:Ui^;V«, 6 

-^^;i'-3-if Ui^;i/S, 3-^5^;w2-tfiji^;i^S^ 4-p^^ji/-2-t!Ui?;i/«^ 5-^ 
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US?;i'S, 6-X5^;l'-2-t!U>';i/g. 2-x^;i.-4-t!iJ 3-X5^;i/-4-fc!U 
5-x5^;W4-tf'J5?JUS. 6-X5^;i/-4-tf'Je^;VS, 2-;?^ h^'>-3-t!U 
4-;^ h^'>-3-tfUi?;i/S. 5-^ h=^5^-3-tfUi^;i/S. 6-;>< h=^^->-3- 

trus^ji/S. 3-pt h+->-2-tfu>?;ws. 4-^ h=^^ 5^-2-1^0 5-p^h=^-> 

-2-tfUi^;VS, 6-^ h^^S/-2-t!Ui?;i'g. 2-p^ h^'>-4-t!'Ji^;i/»> 3-p^h 
^2^-4-tfU>?;i'«, b-^h^iy-A-EVi^}^^. 6-^ h4^v-4-tfUv^;i'S>. 2- 
Xh=^^/-3-tf US^;i/«, 4-Xb^v-3-tfUi?;l/». 5-Xh:^v'-3-tfUS?JV» 
, 6-xh:^v-3-t!Uy;i'S, 3-Xh^i^-2-tr'J>^;V^, 4-X h^>'-2-t!Ui^ 
/VS, 5-xhc^i^-2-k!'J>?;PS. 6-xh:^>'-2-tfUi?;i'S, 2-xh^v-4rtf 

Ui^;i/^, 3-xh^r->-4-fcfUi^;i'^, 5-xhJ^^s/-4-tru$^;i'^. 6-xhc^e/-4 

-tfU$?;i/^. 2-t:HDJ^^'>-3-tfUi?;U». 4-t Kn:^->-3-tfU S-h. 

F a S/-3- tf ij i^JVm , 6- 1 F n S>-3- e U , 3- 1 F D v'-2- tf y 
4- fc H □ + '>-2- tr U S- 1 K n '>-2- tr U 6- 1: F a ^ 

-2- 1! U v'Jl'^ > 2-t HD;^^->-4-t!U>';>S. 3-t H D^i/-4-l:f U 5- 
t H D + S^-4- tf U 6- 1 H D 4^ 1! U 2->^ M >^ h -3- 1! U 

.4-pt;i/*yh-3-tfU-:?;uS. 5-^;i'A'/h-3.-tf u>?;vs, s-p^;!.;*?^ 
h-3-tfu>?;^s^ 3-^;v*:/h-2-trui^;^s. 4->^;i'*yh-2-t!U>^;i/S=. 5 
-;^;i/;^jyh-2-t!U5?;k^. 6->^;i/*7'h- 2-fcru v^jus: 2-p^;i/;^:/h-4-tf u 

3-^;p:^7 7'h-4-tfu v?;^«> 5-.^;i/,^>^h-4-eu>?;i'», 6-7^;i/;j!7y 

2-^5^;i/5";t-3-tfU 4-;^5^;U^-:t-3-tf'J v Jl/S, 5 

-;><5^;|/5":t-3-tfU v;)/®. 6-^5^JP5^:e--3-tf U i^JWS, 3-p^5";U5^:t-2-eU 
z^JVm. 4-^5';V?^:t-2-tfUi?;i'S^ 5-;>^5)^;i/5"«-fc!U>?;V^. 6->^5^;i/5^ 
:e--2-t;Uf^;i/»> 2-p^5";V5^:t-4-tfU:^;vaS> 3-;A5^;i.5^:t-4-t!U'::?;m. 5 
-y^5';P5^:4--4-t!U 6-y<^;i/5^:t-4-fcf U 2-^7 D D-3-tf U 

4-i^nD-3-tfU>^;i/S. S-iJ' an-S-tf U 6-^ o D-3-tf U 
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tru5;;i/S, 2-7$y-4-tfu>^;i/^, 3-75y-4-i:fU5^;i/S, 5-75/-4-tr 

^5^;P75/-3-true^;i'», 5-^y^g^;w7$/-3-eU':^;i/^. 6-^y;<5^;u 
75y-3-k!ue^;v*, 3-^yp<5^;P7ay--2-H'js?;vg, 4-^y p^^;i/7^ / 

-2-tfU5^;i'S, 5-^yp^5";i/75 y-2-t:'JS?;i^S. 6-=Ey ^^JV7^ y-2-\£ 

Ui^;i'g> 2-^7^?^;i/75y-4-if' j>^ji/S. 3-^y^5^;i/75-/-4-bfU5^;i/. 

5-^y^5^;P75 7-4-trus?;i/S^ 6-^y^5';i/75y-4-t!uy;ws. 2- 
^?p<5^;i.7^y-3-tf'.i5?;ps. 4->^^5";i/7s- /-3-trui^;PS> s-i^^^)V7 
5y-3-tfUi?;i/S. 6-s^p^5";P7^/-3-tf>j$?;ps, 3-;?ptfF;i/75y-2-fef 
u>^;ps, 4->';p^5^;i'75/-2-t!U>^;vS, 5->^p<5^;P75y-2-tfUi^;v«. ■ 

6->^^5^;i/7$y-2-tf'Ji^;i/S. 2-v?:^5^;U7^y-4-HU>^;i/-^. Z->^>^^)V 
TS.y-A-^d^JPJVm. 5-v;<5^;i/7 5/-4-tfU 6->'pt^;i.7$ /-4- 

tfUi^;i-S, 2-(l-tfDU>^~;P)-3-lf'Ji^;i/S> 4-(l-tfDUi^r:;t')-3-eUv' 
5-{l-trnU5?-;W-3-tru^?;i/S, 6-(l-t!nU5?:::;i/)-3-bfU>^;i'S. 

3-(i-tfnu>^:z;i.)-2-t:ui^;vs. 4-(i-t:n u >?~;v)-2-tru 5-(l- 

tfnUv^r:;i/)-2-HUS?;P». 6r (l-tTn U v?-;i/)-2-t!U 2-(l-tfnU 
S^-;i/)-4-tfU:^;i^S. 3-(l-tfnUv?::i;i/)-4-trUv?;i'g, 5-(l-tfDUf>'r:;i. 
)-4-t?U 6-(l-t:DU>?-;l/)-4-b!U>?;i/g. 2-k°^U y -3- tf U 

4-tr^u>'7-3-tfu>';i/S, s-tr^ui^y-s-tfus^;!/^, e-tr^ui^y-a 
-t:u-:^;i/g. 3-tf^Ui^y-2-tfu$?;V'^. 4-tf^U':^y-2-truv^;i/S^ 5-tf 
'^u>^y-2-trui^;PS. 6-t!^ue;y-2-t!Ui?;ws. 2-tf^Ui?/-4-tfus^ 
3-bf^U':^y-4-krui?;i'S, 5-tr^u>^y-4-bfUi^;i'S. 6-t!^Ui?y 
-4-tfu>^;i^«, 2-^:;u4sij y-3-trui^;ws, 4-^;v*u y-3-if u 5- 
^;i/7j^u y-3-tru vJi'S, 6-^;i/j}sUy-3-tfU2^;us, 3-^;i/7}nU y-2-tfu 
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US?;^S. 3-7;i':tD-2-t!Ue^;VS> 4-7;i/:tn-2-tfUi?;WS^ 5-7Jl/:tn-2 
-tfU5?JWS, 6-7;V:j-D-2-t!US?;PS, 2-7;V:tn-4-tfUi?;VS. Z-y)V:i- 
a-4-tfU5^;VS. 5-7;i<':tO-4-tfUi?;i'3£. 6-7;i/:tn-4-tfU v^;^S^ 2,4- 

5^;i'-3-br u 2. 6->?^ u 5, 6-e?p^ 5^;p-3- tf u 
ii^s, 4.6-v'^5^;i/-3-t!u>^;w*, 4. 5->'p^^;w2-tfu>';i'»> 5, 6-v?^5^;^ 
-2-tru>';^s, 2, s-v^p^g^jW-tfUi^jvs. 2. 6->?p^^;^-4-tfu>?;^S^ 2.4 

-i?^ h^v-3-tf U v'jl'S. 2. h^v-S-HU 5. h^rV-S- 

hrUS^JVSv 4. 6->'^h^'>-3-tfUi^;i'S. 4.5-i^p^h:1^5^-2-brU':?;P^v 5, 
6->»p^ h*$/'-2-lfU':^;HI, 2.3->?p< h^>'-4-l:fUi^;i^«> 2. 6-i?p< h-1^'>-4 
-tfiJv'JUS. 2-;5^DD-6-^5^;P-3-tf U5'?;PS. 6-:;rDD-2-^?^.JP-S-tf Uv^ 
;K 2-^^0 0-6-^^ b^$/-3-trU 6-i^Dn-2-p< h=^^S>-3-t!U>^;i'm> 

5-^5^;V-6-^nn-3-tfU v?;i/«, 5-^ h^e^-e-^ nD-3-lfU >^;W*, 5-x h 

-.^5^;p-3-tfu>^;pai, 5-xh^v'-6-^^;p-3-eu>^;i^«, s-i^pD-e-^h. 

=^^^/-3-tfU>^;P«> 5-5^Dn-6-Xh^5^-3-t!Ui^;i/S, 2. 5. 6- h U ;^ 5^;W3- 

tf'j>^;i'S, 2-1^:^7 s^xjps. 5->^g^.)i/-2-tf^s^x;vs. 8-p^^;w2-tf 5>>fx 

h^'>-2-bf^i?r:;i/S. 6-;?^ h^i^-2-tf ^v'-;i/S> 5-xb=^S/-2 

pn-2-lf^>?x;]/g, 3-^5";i/-2-^>\/^x-;vs. 4-p^5^;i'-2-^>y5^x 
x;i/S, 5-pt5^;i/-2-^>''y5^xx;PS. 6-p^5f';i/-2-^>i/5^xxji/S, 7-;^ 5^ 
;i/-2-^>y5^xx;i/S, 2-^^;i/-3-^>V5^xx;i/S. 4-^5^jp-3-^>y5^ 
xx;^S. 5-;<5^;p-3-^>i/^xx;p*, 6->i5^;i'-3-^>t/^xx;i/g, 7-p< 
5=;i'-3-^>y5^xx;i'S. 2-j?^5^;v-5-^>''/^xx;i/S. 3-pt5^;i/-5-^>y 
5"xx;i/S. 4-^5^;i/-5-^>^/5^xx;i/S. 6-^^;i'-5-^>i/5^xx;i/S. 7- 
^5'-;i'-5-^>V^xx;i/S, 3-p< h^r'>-2-^>V^5^xx^S. 4-^ ^4L,>_2- 
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xx;i/S. 3-^ b^>'-5-^>i/5^xx;i'S. 4-^ h^i/-5-^>i/5"xx;i/S. 

h^i^-5-^>V^5^Xx;Pgv 7-;?^ h4^'>-5-^>V^5^xx;i/2l. 3-^oo-2 
-^>V'5'xx;i/S. 4-i7Dp-2-^>yg^xx;i/S. 5-^OD-2-^>y5^xx 
6-^an-2-^>i/5^xx;i/S. 7-^^nn-2-^>V5^xx;PS> 2-i7nn 
-3-^>y9^xx;i/S, 4-^OD-3-^>7^xx;i/X, 5-^^ o □-3-^>y5^x 
x;i/S, 6-i^nn-3-^>y5"xx;i/S. 7-:57 p ^-3-^>y5^xx;^S, 2-i^n 
P-5-^>75^xx;i/S. 3-^PP-5-^>l/5^xx;i/S, 4-^pp-5-^>V''5^ 
xx;i/S,- 6-i^pp-5-^>y5^xx;i/S. 7-i7PD-5-^>v/5^xx;vs, z-y 

^>yf3^xx;ps, 6-7;^:t□-2-^>l/5^xx;l/S^ 7-7;u:e-n-2-^>\/^x 
x;vs, 2-7;i':4-p-3-^>y5^xx;i'S, 4-:7;v;^-p-3-'"<>v^-?xx;i/S^ 5- 

y )V:tU-Z-OV^X-}Vm. 6-7;p:tn-3-^>l/5"Xx;l^^. 7-7;V:tP-3 . 
-^y/^jL-jvm. 2-y )V:tu-b-^y'J^j:-)Vm. 3-7;W:tn-5-^>y^ 
x-;i/S. 4-7;V:tP-5-^>y9=xx;i'S. 6-7;i':tP-5-^>V^5^XX;i/^, 
7-7;i/:^p-5-^>i/^xx;i.«. Z-:A^)V-2-^>Vy^)}vm> 4-^5^;i'-2-^ 

>77U;i'S, 5-;>^5^;i/-2-A>V7U;i'S, 6-;*5^Jl'-2-'^>^/7UJVSx 7-;< 
5^;l/-2-'^>V^7U;i/S> 2-;>^5^;i/-3-^>V^7ij;PS. 4-p<5^;l/-3-^>V7U 

)vm. 5-p^5^;v-3-^>y7U;i/S. 6-^t?^;i'-3-^>y7'j;i/», 7-^5";w3- 
^>y7'j;p^. 2-p^5^;i/-5-^>77U;us. 3-,^5^;v-5-^>\/7U;i/». 4- 
^5';^-5-^>V7^J;^s^ 6-^5^;i/-5-^>V7'j;i/S> 7-^^}V-b-^<>\/.y 

i-^h'^'y-2-^>'/y^))VM. 4-/ h^'>-2-^>y7'J;i/S, 5-^ h 
=^z/-2-^>VyV)V^. ^~:^h^>^-2-^>Vy^))im. 7-^ h^>'-2-'^>l/ 
7U;i'S, 2-^ h4^=>'-3-^>\/7U;i^S. 4-p< h^v-3-^>V7U;VS, 
h=^^'>-3-^>V7U;US, 6-^ h=^^v-3-^>l/7U;US, 7-^h^v-3-^> 
y7'j;l/g. 2-p^ h^S>-5-^>V7U;i/g. 3-^ h4^v-5-^>y7U;U^, .4- 
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^>V7UJPS. 6-:i7Dn-3-^>l/7'J;l/^. 7-i7 0 0-3-^>\/7 UJl'S, 2- 

U;i/S^ 6-i7np-5-^>\/7'j;WS^ 7-^PP-5-^>\/7»J;1'S, 3-7;V:tP 
-2-^>y7U;!/S^ 4-7;^:^■a-2-'^>^/7U;^S^ 5-7;U:rP-2-^>y7iJ 

6-7;p:to-2-'^>V7'j;i-», 7-7;i/:tP-2-^>y7'j;i'S, 2-7;i/;t 

D-3-^>\/7U;i/g, 4-7;i/:tp-3-^>y7U;i/S. 5-7;i/;rp-3-^>y7 

U;V*. 6-7;i':tO-3-^>V7'J;V*, 7-7;l/:tP-3-^>^/7U;W». 2-7;i/ 
:tP-5-^>y7'JJUS. 3-7;V:tP-5-^>\/7U;PS, 4-7;i/:t P-5-^>V 
7U;VS. 6-7;V:tP-5-^>V7U;i'^, 7-7;i':tP-5-'^>y7U;kS, 

i3^;v-2-r>HU;PS. 3-p^^;w2-'f >h*u;vm, 4-;>^5^;p-2-i'>ku;p^; 5 
-><5^;w2-f vKu;^^^. 6-p^5F;i/-2-r>h'u;vs, 7->^^;w2-r>Fu;ps 

. i-7^5^;i/-3-'r >Hu;i'S. 2-p^5^;i/-3-'i' > h*u;u^, 4-p^^;w3-'r>H u 

JVm. 5-/5";l/-3-'f >HU;WS, 6-.>^5^;P-3-f 7-^5^;i/-3-'f > 

-OKUJPS. 4-p^5^;P-5-'l'>HU;i'*> 6->^5^;W-5-^>HUJPS. 7-^5^;W 
-5-r>HU;i/S. 3-;^ h=^>'-2-<>h*U;i/S. 4-^ h^'>-2-<>KU;i/«> 5 
-p^ h > K U 6-p< h ^ ->-2-'f > K U 7-^ h.^ ->-2— T > H 

2-^ h^v'-S-OhJUil/S, 4-^ h^~>-3-r>KU;i'», 5-^h4^>/ 

-3— r > H u h^v-s— r > H u i-^ h^i^-i~< > k u a-s. 2 

U 6-;^ h ^v-s-r > H u l-^ h ^ Sz-S-f > K 'J 3-^ p p-2 
-r>FU;i'S. 4-^'PP-2-r>KU;i^S. 5-i7pp-2-f 6-7 p 

p-2— r >HUJi/S> 7-i7pp-2— r >HU;^s^ 2-t^pp-3-<>Hu;ps, 4- 
:^pp-3-'r>Ku;i/S. s-^pp-s-r > H u;i/S. b-^j^pp-s— f >ku;ps 
, 7-:57pn-3-r>HU;i'g. 2-^ P P-5— f > K u;ug, 3-70P-5— r >H u 
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. 2-yMu-Z-(>]i^))V^. 4-7;i/:ta-3— r>HU;PS, 5-7;i':f □-3-1' 

>HU;i^s. 6-7;i':tD-3-r>Hu;i/S. 7-7;^:t^-3-r>Hu;^s^ 2-7 

:to-5-f > K U JPS. 3-7;i/:f 0-5— f > H U 4-7;!/:^ D-S-f > H U ;P 

6- 7;W:tn-5-f >h*U;l/S» 7-7;i':4-n-5-r>HU;VS. Z-:^^JV-2-=¥ 

yu;vs. 4-^5^;i'-2-^y'j;i/^. 5-^5';w2-=^y u;vs. 6-;^5^;i/-2-^y 
^))vm. 1-^^)1^-2-^ z-^^)v-2-=^y ^j)i^m. 2-^j-)\^-^-^j 
jws. 3-p^5^;^-4-4^y 5-p<5^;i/-4-^/ 6-^^;w4-4^y u 

7- >^5^ji/-4-^y UJi/S. 8-p^5^;v-4-^y u;vs^ 2-;^5^;i'-6-^/ u;^^ 
. 3-^5^;w6-^y 4-p^5";i'-6-=^y u;ws. 5-7^5^;V'-6-^ry u;i/^. .7 

u;i/S, 8-;>^5^;i^-6-^y u;i/S, s-p^ h4^5/-2-^y ujvs. 4- 
i^ v^ ->-2-^ y u ;vs> 5-/ h ^ '>-2-^ / u 6-^ h ^ s>-2-^ / »j 

-. 7-^ h=¥5/-2-=^7 U;!/®^ h^^:V-2-+7 U;i'*. 2-^ h^->-4-^/ U 
J U;V», 7-^ h^->-4-^y l-^ h^i/-4-^/ U;VS, 2-p( h^->-6 

nD-2-^/u;kS> 4-i^Do-2-4^y 5-i^DD-2-4y'j;i'S> b-^^d 

a-2-^yU;i/S> 7-^^0 0-2-+/ U;US. 8-^^00-2-4^7 2-^n:u- 

A-^y O)VM. 3-i^Do--4-^y u;i/g. 5-^^00-4-^7 6-^^00-4- 
^yu;i/S, 7-i^oo-4-4^/ u;i^s. 8-^5700-4-^7 u;i/S, 2-^5700-6-^ 

7U;W^. 3- i7 00-6-4^7 iJ^l^S. 4-:J7 0D-6-=^^7 u;i/S> 5-^00-6-^7 
UJP®^ 7-i;7 0 0-6-:^7U;i/S, 8-^7 0 0-6-4^7 U;!/^. 3-7;i/:ta-2-4r7 
U;VS. 4-7;W:tO-2-4^7U;i/S> 5-7;i/:tD-2-4^7 U;VS, 6-7;i/:*-D-2- 
^r7U;i'S. 7-7;i/:tO-2-=^7 U;i/S. 8-7;i/:tO-2-4^7 U^l'S. 2-7;l';ro 
-A-^/V)UM. 3-7;l/:tO-4-^7 U;VS. 5-7;U:t 0-4-^7 U ^I'S. &-y )V 
:e-D-4-^7 'J;i/S. 7-7;i/:tO-4-^7 8-7;i^pa-D-4-4^7 U 2- 
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> ^>^)im. 2-^>^Jl^m> ^^i^JUS. 2-^^->)m. t*-;i.«. yn^- 

tfu>^>is (2-tfus^;i/. 3-tfUi^;i/, 4-Hue?;i') Rtxtf^$^>^ 
5^;i/-3-tr'jv';i^S> 2-x5^;i/-3-t!U 6-x5";u-3-tfUi^;i/S, 2-^ h 

^5^-3-tf U>?;i/S, 6-^ h^'>-3-tfU>?;US. 2-xb:^'>-3-b!y>?;i/S, 6- 
xi>^^^>--3-tfU5^;pg. 2-i7aD-3-tfUi^;l/S, 6-^^ n n-3-t!U i^JPS, 6- 
5?;<9^;P75y-3-trUS^;PS. 6-(l-tfDUS^x;W-3-tfUi?;P«. 6-h!^ue? 

/-•3-tf U v;i'g> 6-^;W3jNU y-3-k°u 6-p^^;i/^:t-3-tfus^;i'a, 5 

, 6->?^5=-;i/-3-I:f U 5. h^v-S-tfU i^Jl/S, 2. O O-3-t! 
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u -3-t! u i^)vm. 6-^;i/!j^ u y -3-tf u 2-^ 5^;w3-t! u >';i/S 
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2-imidazoly1 


o 

o 


n-pentyl 


OLOObt 


4-unidazolyl 


o 


n-pentyl 


OCOOEt 


2-oxazolyl 


o 


n-pentyl 


ULUUbt 


4-oxazolyl 


o 
o 


n-pentyl 


OCOQbt 


5-oxa2olyl 


o 
o 


n-pentyl 


OCOOEt 


2-tmazolyl 


o 


n-pentyl 


OCOOlit 


4-thiazolyl 


s 


n-pentyl 


OCOOEt 


5-thiazolyl 


s 


n-pentyl 


OCOOEt 


2-pyrimidinyl 


s 


n-pentyl 


OCOOEt 


4-pyriniidinyl 


s 


n-pentyl 


OCOOEt 


5-pyrmiidinyl 


s 


n-pentyl 


OCOOEt 


2-indolyJ 


s 


n-pentyl 


OCOOEt 


3-indolyl 


s 


n-pentyl 


OCOOEt 


5-indolyl 


s 


n-pentyl 


OCOOEt 


6-indolyl 


o 


n-pentyl 


OCOOEt 


5-benzimida2olyl 


o 
o 


n-pentyl 


OCOOEt 


2-ben2ofuryl 


o 
o 


n-pentyl 


UCUUxit 


3-indazolyl 


o 


n-pentyl 


UUUUrlt 


2-benzoxazolyl 


e 
o 


n-peniyi 




4-tluoro- 1 -napntnyi 




n-peniyi 




^•cnioro-2-inienyi 


Q 


n-pentyl 


npppT?* 


4-nietuyi- 1 -napntnyi 


Q 


n-peniyi 




i -meiJiyi-z-pyiToiyi 


c 
o 


. n-peniyi 




, z-meinyj-j-iuryi 


c 
o 


n-penxyi 


npoopt 

WW WW n I 


j-meinyi-z-inienyi 


s 


n-pentyl 


OCOOEt 


4-Tn eth vl -5-iTn i d azol vl 


s 


n-pentyl 


OCOOEt 


l-methyl-3-indolyl 


s 


n-pentyl 


OCOOEt 


2-methoxy- 1 -naphthy 1 


s 


n-pentyl 


OCOOEt 


3-methoxy-2-naphthyl 


s 


n-pentyl 


OCOOEt 


6-ethoxy-2-naphthyl 


s 


n-pentyl 


OCOOEt 


5-methoxy-3-indolyl 


s 


n-pentyl 


OCOOEt 


1 ,4-dimethoxy-2-naphthy 1 


s 


n-pentyl 


OCOOEt 


5,6-dunethoxy-2-indolyl 


s 


n-pentyl 


OCOOEt 


5-methoxy- 1 .methyl-2-indolyl 
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"vr 
A 


K 


K 


V 
I 


XTtI 

JNri 


2-inethoxyethyl 


mi 
Uri 


1 -napuiiiy 1 


XTIl 


2-methoxyethyl 


Uii 


z-napntnyi 


vru 


2-tnethoxyethyl 


UH 


z-pyrroiyi 


NH 


2-inethoxyethyl 


OH 


3-pyrrolyl 


NH 


2-inethoxyethyl 


OH 


2-niryl 


NH 


2-rQethoxyethyl 


OH 


3-furyl 


NH 


2-methoxyethyl 


OH 


2-thienyl 


NH 


2-methoxyethyl 


OH 


3-thienyl 


NH 


2-methoxyethyl 


OH 


3-pyra2olyl 


NH 


2-methoxyethyl 


OH 


4-pyrazolyl 


NH 


2-methoxyethyl 


OH 


2-imidazolyl 


NH 


2-methoxyethyl 


OH 


4-imidazolyl 


NH 


2-methoxyethyl 


OH 


2-oxazolyl 


NH 


2-methoxyethyl 


OH 


4-oxazolyl 


NH 


2-methoxyethyl 


OH 


5-oxazolyl 


NH 


2-methoxyethyl 


OH 


2-thiazoIyl 


NH 


2-methoxyethyl 


OH 


4-thiazolyl 


NH 


2-methoxyethyl 


OH 


5-thiazolyl 


NH 


2-methoxyethyl 


OH 


2-pyrimidinyl 


NH 


2-methoxyethyl 


OH 


4-pyrimidmyl 


NH 


2-methoxyethyl 


OH 


5-pyrimidmyl 


NH 


2-methoxyethyl 


OH 


2-mdolyl 


NH 


2-methoxyethyl 


OH 


3-mdolyl 


NH 


2-methoxyethyl 


OH 


5-indolyl 


' NH 


2-methoxyethyl 


OH 


6-indolyl 


NH 


2-methoxyethyI 


OH 


5-benzimida2olyl 


NH 


2-methoxyethyl 


OH 


2-beiizofuryl 


NH 


2-methoxyethyl 


OH 


3-indazolyl 


NH 


2-methoxyethyl 


OH 


2-benzoxa2olyl 


NH 


2-methoxyethyl 


OH 


4-fluoro- 1 -naphthyl 


NH 


2-methoxyethyl 


OH 


5-cmoro-2-taienyi 




z-metnoxyetnyi 


OH 


4-metiiyl- 1 -napntnyi 


XTXJ 

Nrl 


2 -me thoxy ethyl 


^TT 

OH 


1 -methyl-2-pyrrolyl 


xrti 
JNxl 


z-mctnoxyetnyi 


Orl 


z-metnyl-3-iuryl 


XTTJ 
riri 


z-meixioxyeuiyi 


On. 


J -metny 1-2-uiieny 1 


NH 


2-inethowethvI 


OH 


•t— 111 C 111 Jf 1— J —IJJi 1 U <lZiU Ijr 1 


NH 


2-methoxyethyl 


OH 


l-methyl-3-indolyl 


NH 


2-methoxyethyl 


OH 


2-methoxy-l -naphthyl 


NH 


2-methoxyethyl 


OH 


3-methoxy-2-naphthyl 


NH 


2-methoxyethyl 


OH 


6-ethoxy-2-naphthyl 


NH 


2-methoxyethyl 


OH 


5-methoxy-3-iiidolyl 


NH 


2-methoxyethyl 


OH 


1 ,4-dimethoxy-2-naphthyl 


NH 


2-methoxyethyl 


OH 


5,6-dimethoxy-2-mdolyl 


NH 


2-methoxyethyl 


OH 


5-methoxy- 1 -methyl-2-indoly 1 
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X 


R 


R 


Y 


NH 


3-methoxypropyl 


OH 


1-naphthyl 


NH 


3-methoxypropyl 


OH 


2-naphthyl 


NH 


3-methoxypropyl 


OH 


2-pyrrolyl 


NH 


3-methoxypropyl 


OH 


3-pyiTolyl 


NH 


3-methoxypropyl 


OH 


2-furyl 


NH 


3-methoxypropyl 


OH 


3-furyl 


NH 


3-methoxypropyl 


OH 


2-thienyl 


NH 


3-methoxypropyl 


OH 


3-thieiiyl 


NH 


3-methoxypropyl 


OH 


3-pyrazolyl 


NH 


3-methoxypropyl 


OH 


4-pyrazolyl 


NH 


3-methoxypropyl 


OH 


2-imidazolyl 


NH 


3-methoxypropyl 


OH 


4-imidazolyl 


NH 


3-methoxypropyl 


OH 


2-oxazolyl 


NH 


3-methoxypropyl 


OH 


4-oxazoiyI 


NH 


3-methoxypropyl 


OH 


5-oxa2olyl 


NH 


3-methoxypropyl 


OH 


2-thia2olyl 


NH 


3-methoxypropyl 


OH 


4-thia2olyl 


NH 


3 -methoxypropyl 


OH 


5-thia2olyl 


NH 


3-methoxypropyl 


OH 


2-pyrimidinyl 


NH 


3-methoxypropyI 


OH 


4-pyrimidinyl 


NH 


3-methoxypropyl 


OH 


5-pyrimidinyl 


NH 


3-methoxypropyl 


OH 


2-indolyl 


NH 


3-methoxypropyl 


OH 


3-indolyI 


NH 


3-methoxypropyl 


OH 


5-indolyl 


NH 


3-methoxypropyl 


OH 


6-indolyl 


NH 


3-methoxypropyl 


OH 


5-benzimidazolyl 


NH 


3-methox3q5ropyl 


OH 


2-beiizofuryl 


NH 


3-methoxypropyl 


OH 


3-indazolyl 


NH 


3-methoxypropyl 


OH 


2-ben20xazolyl 


NH 


3-methoxypropyl 


OH 


4-fluoro- 1 -naphthy 1 


NH 


3-methoxypropyl 


OH 


5-chloro-2-thienyl 


NH 


3-methoxypropyl 


OH 


4-methyl- 1 -naphthyl 


NH 


3-methoxypropyl 


OH 


1 -methyl-2-pyrroly 1 


NH 


3-methoxypropyl 


OH 


2-methyl-3-furyl 


NH 


3-methoxypropyl 


OH 


5-methyl-2-thienyl 


viri 


J -me inoxypropy 1 


Uri 


4-methyl-5-imidazolyl 


NH 


3-methoxypropyl 


OH 


l-methyl-3-indolyl 


NH 


3-methoxypropyl 


OH 


2-methoxy- 1 -naphthyl 


NH 


3-methoxypropyl 


OH 


3 -methoxy -2 -n aphthy 1 


NH 


3-methoxypropyl 


OH 


6-ethoxy-2-naphthyl 


NH 


3-methoxypropyl 


OH 


5-methoxy-3-indolyl 


NH 


•3-methoxypropyl 


OH 


l,4-dimethoxy-2-naphthyl 


NH 


3-methoxypropyl 


OH 


5,6-dimethoxy-2-indolyJ 


NH 


3-methoxypropyl 


OH 


5-methoxy- 1 -methyl-2-mdoly 1 
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V 

A 


K 


K 


Y 




2-methoxyethyl 


Oxi 


1-naphthyl 


o 


2-methoxyethyl 


OH 


2-naphthyl 


o 


2-methoxyethyl 


OH 


2-pyrrolyl 


o 


2-methoxyethyl 


OH 


3-pyiTolyl 


0 


2-methoxyethyl 


OH 


2-fiiryl 


0 


2-methoxyethyl 


OH 


3-furyl 


0 


2-methoxyethyl 


OH 


2-thienyl 


0 


2-methoxyethyl 


OH 


3-thienyl 


0 


2-methoxyethyl 


OH 


3-pyrazolyl 


0 


2-methoxyethyl 


OH 


4-pyrazolyl 


0 


2-methoxyethyl 


OH 


2-imidazolyl 


0 


2-methoxyethyl 


OH 


4-imida2olyl 


0 


2-methoxyethyl 


OH 


2-oxazolyl 


0 


2-methoxyethyl 


OH 


4-oxazolyl 


0 


2-methoxyethyl 


OH 


5-oxa2olyl 


0 


2-methoxyethyl 


OH 


2-thiazolyl 


0 


2-methoxyethyI 


OH 


4-thia2olyl 


0 


2-methoxyethyl 


OH 


5-thiazolyl 


0 


2-methoxyethyJ 


OH 


2-pyrimidiiiyl 


0 


2-methoxyethyl 


OH 


4-pyrimidmyl 


0 


2-methoxyethyl 


OH 


5-pyrimidinyl 


0 


2-methoxyethyl 


OH 


2-indolyl 


0 


2-methoxyethyl 


OH 


3-indolyl 


0 


2-methoxyethyl 


OH 


5-indolyl 


0 


2-methoxyethyl 


OH 


6-indolyl 


0 


2-methoxyethyl 


OH 


5-benzimidazolyl 


0 


2-methoxyethyl 


OH 


2-ben2o£uryl 


0 


2-methoxyethyl 


OH 


3-indazolyl 


o 


2-methoxyethyl 


OH 


2-benzoxazolyl 


o 


2-methoxyethyl 


OH 


4-fluoro- 1 -naphthy 1 


o 


2-methoxyethyl 


OH 


5-chloro-2-thienyl 


o 


2-methoxyetfayl 


OH 


4-methyH-naphthyl 


u 


2-methoxyethyl 


OH 


1 -methyl-2-pyrroly 1 


u 


2-methoxyethyl 


OH 


2-methy 1-3 -fury 1 


u 


2-methoxyethyl 


OH 


5-methyl-2-tmenyl 


o 


^'iiicuiuxycuiyi 


\jn 


4-meiijyi-j-imiQazoiyi 


0 


2-methoxyethyl 


OH 


l-methyl-3-indolyl 


0 


2-methoxyethyI 


OH 


2-methoxy- 1 -naphthyl 


0 


2-methoxyethyl 


OH 


3-methoxy-2-naphthyI 


0 


2-methoxyethyl 


OH 


6-ethoxy-2-naphthyl 


0 


2-methoxyethyl 


OH 


5-methoxy-3-indolyl 


0 


- 2-methoxyethyl 


OH 


1 ,4-dimethoxy-2-naphthy 1 


0 


2-methoxyethyl 


OH 


5,6-dimethoxy-2-jDdolyl 


0 


2-methoxyethyl 


OH 


5-methoxy-l-methyl-2-indolyl 
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X 


T> 1 

R 


R 


Y 


0 


3 -methoxypropyl 


OH 


1-napnthyl 


0 


3-inethoxypropyl 


OH 


2-naphthyl 


0 


3-methoxypropyI 


OH 


2-pyrrolyl 


0 


3-iDethoxypropyl 


OH 


3-pyrrolyl 


0 


3 -methoxypropyl 


OH 


2-furyl 


0 


3-methoxypropyl - 


OH 


3-furyl 


0 


3-methoxypropyl 


OH 


2-thienyl 


0 


3-inethoxypropyl 


OH 


3-thienyl 


0 


3-methoxypropyl 


OH 


3-pyra2olyl 


0 


3-methoxypropyl 


OH 


4-pyrazolyl 


0 


3-methoxypropyl 


OH 


2-imidazolyl 


0 


3-methoxypropyl 


OH 


4-unidazolyl 


o 


3-methoxypropyl 


OH 


2-oxazoIyl 


0 


3-methoxypropyl 


OH 


4-oxazolyl 


0 


3-methoxypropyl 


OH 


5-oxazolyl 


0 


3-methoxypropyI 


OH 


2-thiazolyl 


0 


3-methoxypropyl 


OH 


4-thiazolyl 


0 


3-methoxypropyl 


OH 


S-thiazolyl 


0 


3-methoxypropyI 


OH 


2-pyrimidinyl 


0 


3-methoxypropyl 


OH 


4-pyrimidinyl 


0 


3-m6thoxypropyl 


OH 


5-pyrimidinyl 


0 


3-methoxypropyl 


OH 


2-indolyl 


0 


3-methoxypropyl 


OH 


3-indolyl 


0 


3-methoxypropyl 


OH 


5-indolyl 


0 


3-methoxypropyl 


OH 


6-indolyl 


0 


3-methoxypropyl 


OH 


5-benzimidazolyl 


0 


3-methoxypropyl 


OH 


2-ben2ofuryl 


o 


3-methoxypropyl 


OH 


3-indazolyl 


0 


3-methoxypropyl 


OH 


2-benzoxazolyl 


0 


3-methoxypropyl 


OH 


4-fluoro- 1 -naphthyl 


0 


3-methoxypropyl 


OH 


5-chloro-2-thienyl 


o 


3-methoxypropyl 


OH 


4-metnyl- 1 -naphthyl 


0 


3 -methoxypropyl 


OH 


1 -methyl-2-pyrrolyl 


0 


3 -methoxypropyl 


OH 


2-methyl-3-iuryl 


0 


3 -methoxypropyl 


OH 


5 -metny 1-2-thienyl 


u 


J -in c imj xypropy 1 


KJn 


H-ino iiiy 1- J -iniiaazoiyi 


o 


3-methoxypropyl 


OH 


l-methyl-3-indolyl 


0 


3-methoxypropyl 


OH 


2-methoxy- 1 -naphthyl 


0 


3-methoxypropyl 


OH 


3 -methoxy-2-naphthy I 


0 


3-methoxypropyl 


OH 


6-ethoxy-2-naphthyl 


0 


3-methoxypropyl 


OH 


5-methoxy-3 -indolyl 


0 


•3-methoxypropyl 


OH 


1 ,4-dimethoxy-2-naphthyl 


0 


3-methoxypropyl 


OH 


5,6-dimethoxy-2-uidolyl 


0 


3-methoxypropyl 


OH 


5-methoxy-l -methyl-2-indolyl 
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X 


n 1 


Br 


Y 


s 


2-methoxyethyl 


OH 


1-naphthyl 


s 


2-methoxyethyl 


OH 


2-naphthyl 


s 


2-inethoxyethyl 


OH 


2-pyrrolyl 


s 


2-methoxyethyl 


OH 


3-pyrrolyl 


s 


2-methoxyethyl 


OH 


2-furyl 


s 


2-inethoxyethyl 


OH 


3-furyl 


s 


2-methoxyethyl 


OH 


2-thienyl 


s 


2-methoxyethyl 


OH 


3-thienyl 


s 


2-methoxyethyl 


OH 


3-pyra2olyl 


s 


2-methoxyethyl 


OH 


4-pyrazoIyl 


s 


2-methoxyethyl 


OH 


2-imidazolyl 


s 


2-methoxyethyl 


OH 


4-imidazolyl 


s 


2-methoxyethyl 


OH 


2-oxazolyl 


s 


2-methoxyethyl 


OH 


4-oxazoly] 


s 


2-methoxyethyl 


OH 


5-oxazolyl 


s 


2-methoxyethyI 


OH 


2-thia2olyl 


s 


2-methoxyethyl 


OH 


4-thia2olyl 


s 


2-methoxyethyl 


OH 


S-thiazolyl 


s 


2-methoxyethyl 


OH 


2-pyrimldinyl 


s 


2-methoxyethyl 


OH 


4-pyrimidinyl 


s 


2-methoxyethyl 


OH 


5-pyrimidinyl 


s 


2-methoxyethyl 


OH 


2-indolyl 


s 


2-methoxyethyl 


OH 


3-indolyl 


s 


2-methoxyethyl 


OH 


5-indolyl 


s 


2-methoxyetfayl 


OH 


6-indolyl 


s 


2-methoxyethyl 


OH 


5-benzimidazolyI 


s 


2-methoxyethyl 


OH 


2-ben2ofuryl 


s 


2-methoxyethyl 


OH 


3-indazolyl 


s 


2-methoxyethyI 


OH 


2-benzoxazolyl 


s 


2-methoxyethyl 


OH 


4-fluoro- 1 -naphthyl 


s 


2-methoxyethyI 


OH 


5-chIoro-2-thienyl 


s 


2-methoxyethyl 


OH 


4-methyl- 1 -naphthyl 


s 


2-methoxyethyl 


OH 


1 -methy 1-2-pyrrolyl 


' s 


2-methoxyethyl 


OH 


2-methyl-3-furyl 


s 


2-methoxyethyl 


OH 


5-methyl-2-thienyl 




z-meuioxyeinyi 


KJri 


4-methyl-5-imida2olyl 


s 


2-methoxyethyl 


OH 


l-methyl-3-indolyl 


s 


2-methoxyethyl 


OH 


2-methoxy- 1 -naphthyl 


s 


2-methoxyethyl 


OH 


3-methoxy-2-naphthyl 


s 


2-methoxyethyl 


OH 


6-ethoxy-2-naphthyl 


s 


2-methoxyethyl 


OH 


5-methoxy-3-indolyl 


s 


2-methoxyethyl 


OH 


1 ,4-dimethoxy-2-naphthyl 


s 


2-methoxyethy] 


OH 


5,6-dimethoxy-2-indolyl 


s 


2-methoxyethyI 


OH 


5-methoxy- 1 -methy I-2-mdoly 1 
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X 






Y 


s 


2-hydroxyethyl 


OH 


1-naphthyl 


s 


2-hydroxyethyl 


OH 


2-naphthyl 


s 


2-hydroxyethyl 


OH 


2-pyrroiyl 


s 


2-hydroxyethyI 


OH 


3-pyrrolyl 


s 


2-hydroxyethyl 


OH 


2.furyl 


s 


2-hydroxyethyl 


OH 


3-furyl 


s 


2-hydroxyethyl 


OH 


2-thienyl 


s 


2-hydroxyethyl 


OH 


3-thienyl 


s 


2-hydroxyethyl 


OH 


3-pyra2olyl 


s 


2-hydroxyethyl 


OH 


4-pyra2olyl 


s 


2-hydroxyethyl 


OH 


2-iinida2olyl 


s 


2-hydroxyethyl 


OH 


4-unida2olyl 


s 


2-hydroxyethyl 


OH 


2-oxazolyl 


s 


2-hydroxyethyl 


OH 


4-oxazolyl 


s 


2-hydroxyethyl 


OH 


5-oxazolyl 


s 


2-hydroxyethyl 


OH 


2-thia2olyl 


s 


2-hydroxyethyl 


OH 


4-thiazolyI 


s 


2-hydroxyethyl 


OH 


5-thiazolyl 


s 


2-hydroxyethyl 


OH 


2-pyrmiidinyl 


s 


2-hydroxyethyl 


OH 


4-pyrimidmyl 


s 


2-hydroxyethyl 


OH 


5-pyrlmidinyl 


s 


2-hydroxyethyl 


OH 


2-lndoIyl 


s 


2-hydroxyethyl 


OH 


3-mdolyl 


s 


2-hydroxyethyl 


OH 


5-indolyl 


s 


2-hydroxyethyl 


OH 


6-indolyl 


s 


2-hydroxyethyl 


OH 


5-benzimidazolyl 


s 


2-hydroxyethyl 


OH 


2-benzofuryl 


s 


2-hydroxyethyl 


OH 


3-iiidazolyl 


s 


2-hydroxyethyl 


OH 


2-benzoxazolyl 


s 


2-hydroxyethyl 


OH 


4-fluoro- 1 -naphthyl 


s 


2-hydroxyethyl 


OH 


5-chloro-2-thienyI 


s 


2-hydroxyethyl 


OH 


4-methyl- 1 -naphthyl 


s 


2-hydroxyethyl 


. OH 


1 -inethyl-2-pyrrolyl 


s 


2-hydroxyethyl 


OH 


2-methyl-3-foryl 


s 


2-hydroxyethyl 


OH 


5-methyl-2-thienyl 


s 


2-hydroxyethyl 


OH 


4-methyl-5-imidazolyl 


s 


2-hydroxyethyl 


OH 


1 -methyl-3-indolyl 


s 


2-hydroxyethyl 


OH 


2-methoxy-l-naphthyl 


s 


2-hydroxyethyl 


OH 


3 -methoxy-2-naphthy 1 


s 


2-hydroxyethyl 


OH 


6-ethoxy-2-naphthyl 


s 


2-hydroxyethyl 


OH 


5-methoxy-3 -indolyl 


s 


2-hydroxyethyl 


OH 


1 ,4-dimethoxy-2-naphthyl 


s 


2-hydroxyethyl 


OH 


5,6-dmiethoxy-2-indolyl 


s 


2-hydroxyethyl 


OH 


5-methoxy-l-methyl-2-indolyl 
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5./\^^Jz^>l3iEo:)Zm75.>m. ^UtVX\tThy\i\^uyy>. 1. 

7}vu-)vm^i^^m\f^^^ti)^x^. ^^^^\tmmmxn'DXh^\^\ Rjt^m. 

t^^m(DW^T\zKjt^-^^x2-n^i^m) <^^^t-^. ^^tvxit-^h^j^ 
A, :fyv^Am(D7M^)^m. 7Kmi\:,i-h^)^M.m(D7)vt!V^m^mitmm 

mum^x<Dmxno:it^^x^^o 

. Hai«Any>M^&^r. ) t^Km^^xi\:^mm)^m^cthxt^o 

mmfsiE^m\f^^<it-^^x^^o Kjit^ummvn)^ ibmm(Dm^^m^xomx 

xh^\^^o 
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(VII) (X) 




(IX) (XI) 



AH, ;t;;i/v'^7Aig. is^Hv %^7i^MmM. mm.u> mmm.. w^m.^. p^^> 
7.)Vi^ym.m,. h;V'X>7.;i/*>mm, ^7x>i6:^, 7T;i/iiii, Ti/-r>m*g 
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^tn^mMmmi}m(Dm^rcmm&.±tm'^h. m^<D^m\z^^^xvim(7:> 
mm:^miz'^-Dx^w,izmjtt^z.ti!)^x^^o ^^mo^mmo^-^mmtmz 
m^-^nf3i\f^i)^. mmi5j;:xs/^rc\ti^mizmvxmh^^mum^^m:M:miR 

•^^x^. wmnm\zm'r^mMummthx\t. m^\i. mxm. mmm. urn 
iH^^nu &Mm. ^mm. .^u-a^j. mi^nm. miimmmk .}^ 
mm> .^^M. M.:^m. y^-zfm. ^mifsiE^mif^^tni^x^^ti^. :^mm 
(Dm^<Dmm\t::n^\zM^-^tL^^t\tu\,>o 

hm(Dyu-A-mfs.a(Dmmmmi}um^m\^^xmit-r^:it-^^xt^o 
mm. mm. ^^xsm^m^s.a<Dmmm\t. %m. -fhom. 'yam. 

^^mmm^m\^xw^'^^z.hf)^x^^. 
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<ommt\^xmmt^z.hifix^ho ^tz. i^mmomm\z\t. t^^^x$>^ 
±B<Dmn'&WLmfs.i&^tvx^m^'^xmt:^B\zT^^mmik<om^=&m 

5 z: tt)ixt. mM(ommthx\tJi7u vjv^^ h ^^/"^^i^^-mcoMm^mi^ 
t^zt^^'^mx^^. fsip. 0mn^^m(Dmmm.^m(Dmit\z^\,^xh. m 
nnxm^vTc^mis mn. mmm. mmm. ^^m. mnm. m^m. #m 

'>!kf3.E\zm]:^xm^^ib^hOX$>^^K -mz. 1 BSfeDO.OOl ~I00 ittg/k 

s <Dmmx\ i!fsu<«o. oi~io mg/kg®«sffli?. mMx\tmm\z^nxik-^f 
:^mm^^\t:^m<om^m(D^mx$>^^m2 001-11823 z-^ommm 

mut. y y hum.'^mm^'r)v\z^\i^^:^mM(Dit^m(DW^wmu^(Df^ 

m 2 \t. '^'OT.mWi^myi-y^ y^-y-^^^rMz^n^bi^^^oit^mo^ 
mnm^^<om^^7ETmxhh. 
0 3«. umm%%\zumo^mm'^^UM(om^^^'rmx-^b. mnmKo 
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:/^y-;K486 iiiL) (c:^hU'^i^(13. 6 g. 0. 59 mol) ^JiD;^, 90'C^T#Mb 
T^^$-&^„ ^ViT2-i^nD7xn>(4. 0 g. 23.6 miol) S:Snx., SBtFeUPii 

(70 mL) JclP^, 30^i-|SJn^5SaJU)'t. ^ja^TJ^^Lit^, «ffflb;feS#:§a 

®frSiia:TMIB^b^tl$3.72 g#fc(JR^: 76!i;) . 

#^^J2 : 8-:/P ^-2->^ h '>-9- (6-^ n D-3- tf U ^ 75^:n > 

##MlTf#6,n>t2-:/h^v7-x:^>(2. 60 g. 12.5 mmol) ©DMF^^^ (125 mL 
)tCv ^m:^3UC7ii, (2. 85 g, 20.6 mol) t2-^uu-i-^uu/.'^)V\fUi^> (3 
.33g, 20. 6 iiol) ^ID^. 80t:T2. 5I^^Jnfi^#t/t. S^SM^MffiSlffibfe 

<&#fe(iR*: 3.12 g). @t^:M^U':7A(3. 05 g. 37.2 mmol) t2-:/ v'-Q- (6 

-:j7DD-3-tfUi^;i/^5';i/)7x->(3. 1 g. 9.31 moi) ^iaxrcmMmmm(n 

6 idL){c:. ^MT:^^ (1. 92 mL. 37.5 mmol) S:3in;l, 4^FBlS*S;$-e-fe. 
mE^^VTz^. j^ittzK (200 mL) *in^^ JK}^T5N7K^{k^ h ij •^zAT^t'jftlL 

f^r^mffi^^itT, efil»*M^i:bT^iB<t:^%§2. 38 gt#fc(W: 62!!;), 
##M3: 2-:rN4^>>-9-(6-^DD-3-tf 'J>^;Up^^;i/)-8-^ h4^v75^-> 
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:^^y-}V[nQ miZi-hVOAim me, 26. 7 mol)&jlP^^^$-li:fe. 2: 
M 7-T- >(2. 2 g. 5. 34 mmol) SrjD;^^ 3. 5^rBlinit5i^L;^c. KJi^sm^UBm 

bX^ia^'&'^&l. 26 g#fc m^: 65. OX) . 
2-:/h^->-9-(6-;>t h^->-3-b;'J 5?;V;?t5";t/) y5^-> 
;<^/-;K18 iiiL)tl:?-hU •:7A415 mg. 18. 0 imol) <&i)nA.^^$-1±fe^. 2- 
r^h=^->-9-(6-^aD-3-tfU>';i'^5^;i/) TX-X300 mg, 0.90 mmol) ^tn^2 

v^yy^-rm^vmit^f^^uyi^f^^ y-)v 50:i)^ mmt'km^m ig=» 

fc(iR^: SOX), 

#jt^J5: 2-:/^;i/7$/T5^-> 

:t-h^l/-:;^(200 mL) fc:2-:J7nn7x:^>(6. 0 g. 35.4 mo\) ty^JVTS. 
X30 ml) $rjq;l. 130t:T150^F5^;£;$iifCo SJS^^^<&MMi^U;^cm, ^It 

^hx. n^^m^^i^tvxi^Bit^m^2.oi gmftm^-. 30X). 

^mmi : 2-::^ h ^'>-9- (6-i» □ n-3-fc; 'J -8-h H P 4^ y/y^n > . 

«ii[m(70 iDL)fC#3t^J3T#5n;t^^«^(l. 26 g. 3. 47 mmol) *JlD;^^ ^^i 

\z^y}B^m^m^tLxmmit^<^^i2o gmtcmm: m)o 

'HNMR (DMSO-ds) 6 10. 14 (IH. brs). 8.40 (IH. d. J = 2.4 Hz). 7.76 (IE d 
d. J = 2.4. 8. 4 Hz). 7.49 (IH. d. J = 8. 4 Hz). 6.55 (2H. brs), 4.91 (2H. 
s). 4.14 (2H. t. J = 6.5 Hz). 1.67-1.57 (2^ m), 1.44-1.30 (2H. m). 0.9 
0 (3H. t. J = 7.3 Hz). 

ifi^--r^mmmm^m\r^xmmmitmmizLx®mi\:^m^mrc. 
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'HNffi (DMSO-dg) 6 10. 09 (IH. brs). 8.16 (IH. d. J = 2.4 Hz), 7.65 (IH. d 
d, J = 2. 4. 8. 4 Hz). 6.78 (IH. d. J = 8.4 Hz). 6.49 {2H. brs). 4.80 (2H. 
s). 4.15 (2H. t. J = 6.6 Hz), 3.81 (3H. s). 1.66-1.58 (2H. m). 1.42-1.3 
4 (2H, i). 0.91 (3H. t. J = 7.3 Hz). 

mmmZ: 2-::/h^->-9-(6-xh^->-3-eUi^Jpp^5^;i/)-8-t: Hn4^'>T7^r:> 

•HNMR (DMSO-d,) 6 10. 06 (IH. brs). 8.14 (IH. d. J = 2.4 Hz). 7.64 (IH. d 
d. J = 2.4. 8.6 Hz). 6.75 (IH. d, J = 8. 6 Hz). 6.48 (2ft brs). 4.80 (2ft 
s). 4.26 (2ft a. J = 7. 2 Hz). 4.15 (2ft t, J = 6. 6 Hz), 1.68-1. 58 (2ft 
m). 1.42-1.34 (2ft m). 1.28 (3ft t. J = 7. 2 Hz). 0.91 (3ft t. J = 7. 3 Hz 
). 

mmmA: 2-y h^->-9-(6-n->^h4^->-3-b!U v^;i/>tg^;V)-8-t: Ha^'>7^z: 

•HNMR (DMSO-dg) 5 10. 25 (1ft brs), 8.13 (IH, d, J = 1. 9 Hz). 7.63 (1ft d 
d. J = 1.9. 8.4 Hz). 6.75 (1ft d, J = 8. 4 Hz). 6.53 (2ft brs), 4.79 (2ft 
s), 4.23-4.12 (4ft m). 1.68-1.60 (4H. m), 1.42-1.34 (4H. in). 0.94-0.88 
(6ft id). 

mmmi : 2-:/ h^'>-9- (2-^7 u □-3-tf U -8-h H D^^e/y^^n > 

'HNMR (DMSO-de) 6 10. 15 (1ft brs). 8.36-8.33 (1ft m). 7.52-7.50 (1ft m). 
7.41-7.36 (1ft m). 6.53 (2ft brs), 4.94 (2ft s), 4.07 (2ft t, J = 6. 6 H 
z). 1.62-1.52 (2ft m), 1.37-1. 23 (2ft m). 0.87 (3ft t. J = 7.3 Hz). 
mmm^: 2-y h=^'>-8-fc \^a^z^-d-(2-^ h4^v-3-tfU z^}V>^'^)V)T^=.> 

^mr^mm^m^m \^^xmmmit mmz Lxmm<t^m^nfto 

'HNMR (DMSO-de) 6 10. 06 (1ft brs). 8.08-8.06 (1ft m). 7.21-7.19 (1ft m). 

6.93-6. 88 (1ft m), 6.47 (2ft brs). 4.80 (2ft s). 4.08 (2ft t. J = 6. 5 H 
z), 3.92 (3ft s), 1.60-1.53 (2ft m). 1.38-1.29 (2ft nO. 0.87 (3ft t. J = 

7. 3 Hz) . 
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mmmi: 2->^h=^'>-9-(6-:»aP-5-^ h^'>-3-bfU5;;i.pt5^;V)-8-b Hn^^ 

'HNMR (DMSO-de) 6 10. 06 (IH. brs). 8.12 (IH. d. J = 1.9 Hz). 7.85 (IH. d 
, J = 1.9 Hz). 6.49 (2E brs). 4:83 (2H. s), 4. 16 (2H, t. J = 6. 6 Hz). 3 
.91 (3H, s), 1.66-1.61 (2H. m). 1.42-1.34 (2H. m). 0.91 (3H. t, J = 7. 3 
Hz). 

mmmZ: 2-::^h=^'>-8-b Ha4^'>-9-(3-fcrU':^;i/p^5";V)75^-> 

2-!7UU7^-y (mmg, Smmol) (DMYm^ (SOml) \z. ^m:^^J^M. (1.1 
g, 8iiiinol) <J:3-;^Dn^5^JHf' J v> • i^^i^ (660mg, Smmol) ^tUX. SOrT 

5;i^Jc:<fcD2-^nn-9-(3-tfUi^;p^5^;M7x->:£#;^ (JR* : 759mg) » 
>^iS'/-;p (50il) \zi-h^J^A (750Bg. 30mmol) ^m^. 90'C*T?#MbT 
MViT2-^aD-9-(3-t?U5?;i/^9^;p)7xn> (430mg, 1. Smmol 

T\zmmm^m~fvx^mhfto mit:^^u>^i}Q^x^mL. ^mm^m&m 
Bbtco n^^mmmi^Mkxmm-^'iirc^s (eeomg. s. smoo ^mx 

. MUX-m^^Rf^-^-^tCo Rltsm^mB'^^Lrc^. mt^i^')iJ^)Vtl'yA 
i7U'7Vifyy>(-xnm:V mit:^^U> : y-)]^ 10:1) > %-:/u=e-2- 
yh:^v'-9-(3-fc!U>^;W;^5^;W7x->*310mg#fCo ^\^m^> ##M3Rt; 

mmmitmm<Dmmz^^mm<\:^m^mfto 

•HNMR (DMSO-dj) (5 10. 22 (IH. brs). 8.56 (IH. d. J = 1.9 Hz). 8.49-8.47 ( 
IH. i), 7.71-7.67 (IH. i). 7.38-7.33 (IH, m). 6.54 (2H. brs), 4.90 (2H. 
s). 4.14 (2H. t, J = 6. 6 Hz). 1.65-1.57 (2H. m). 1.41-1.33 (2H. m), 0.90 

(3H. t. J = 7. 3 Hz) . 
IIM9: 2-:/h^'>-8-b Ka:^'>-9-(4-bU S^;i/;>t5^;i/) 75^- > 

ffl^i^is viTiissM 1 1 mmzhx^m^t^m^mc. 

'HNMR (DMSO-de) 6 10. 20 (IH, brs). 8.70-8.68 (2H. m). 7.29-7.27 (2H. m). 
6.48 (2H, brs). 4.92 (2H. s). 4.16 (2H. t. J = 6. 6 Hz). 1.63-1. 55 (2H. 
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m). 1.40-1.32 (2H. m). 0. 89 (3H. t. J = 7.3 Hz). 

'H NMR (DMSO-dj) (5 10. 02 (IH. brs). 8.66 (IH. s), 8. 56-8.53 (2H, m). 6.48 
(2H, brs). 5.05 (2B. s). 4.06 (2H. t. J = 6.6 Hz). 1.59-1.51 {2H. m). 1 
.37-1.29 (2H. m). 0.87 (31 t. J = 7. 3 Hz). 

HMMl 1 : 2-:/ h^^'>-9- (5. 6-$^^ D n-3-bf U i^)V:A'^)V) -8-b: H n4^->y 9^ 

^^m2tmmzvxmiE>nrc 2-n-y h=^->-8-yD€:-9-(5, 6-i?i7nn-3-br 

Ue^;i^p^9^;i/)-8-k Fd4^S/Tx3:>(150 mg. 0.34 mmol) CDt/iJ' / -;K4 mL) 

M?^icMmi^(4 InL)S:^^;l^ 7ot:T9^feis^$-fr/s:, Rjis^m^mzmrnvfc 

^}^T, ^iStc;!K(30 mL)<£inA, INTKm^b:^ h U ':7A7fc^«^'??tt'fnbfc, 
mhm<t:f^^U>:;f^^y-JV 25:1). fifi^^^j^St UT:^IB^b^tl*45 mg 

ntcmm: 35x)„ 

'H NMR (DMSO-de) 5 10. 16 (IH, brs), 8.36 (IH. d. J = 1.9 Hz). 8.06 (IH. d 
. J = 1.9 Hz). 6.52 (2H. brs). 4.93 (2H. s). 4.13 (2H, t. J = 6. 6 Hz). 1 
.64-1.58 (2H. m). 1.40-1.32 (2H. m). 0.90 (3H. t, J = 7.3 Hz). 

mmm 12: 2-:/ h ^ '>-9- (2. 6-i? ^ p 0-3- u j?^ g^;v) -s- k k □ -> y -t^ 

MlST^tfcl^i^H?£ffiViTllWJlliig:^©:&feT?^IE<b^t!^#fc. 
'H NMR (DMSO-dfi) a 10. 12 (IH. brs), 7.66 (IH, d. J = 8.4 Hz), 7.52 (IH. d 
. J = 8. 4 Hz) , 6. 52 (2H, brs) . 4. 92 (2H, s) . 4. 08 (2H. t, J = 6. 6 Hz) , 1 
.60-1.52 (2H. m). 1. 37-1.29 (21 m). 0.88 (31 t. J = 7.4 Hz). 

mmm 1 3 : 2-:/ h 4^ '>-9- (6- h ^ u y -3- u ^ ^jw -8- b k □ 4=-> 7 

tf^U v?> (3 iL) fc||»JlT#e>n<5^fc:^<^ (100 mg, 0. 29 mmol) ^W^. 90 

"CTsoi^FBm^s^^-tir^t, K^^m^m&m^i^rz'^. mm\zmt>^^u>m mi) 
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tVXi^Bit^mt:^^ ig#i^c(JR^: 49!i;). 

'H NMR (DMSO-dg) 6 9. 79 (IH, brs). 8.09 (IH. d. J = 2. 4 Hz), 7.47 (IH, dd 
. J = 2.4. 8.6 Hz), 6.75 (IH, d, J = 8. 6 Hz). 6.44 (2H. brs). 4.70 (2H, 
s). 4.17 (2H, t. J = 6.5 Hz). 3.48-3.44 (4H. m). 1.67-1.35 (lOH. m). 0. 9 
2 (3H. t. J = 7.3 Hz). 

^mmU: 2-:/ h^'>-9- (6- (1-bf a U -3-lf' J S?;V^^;i/) -8-b K □ ^ 

^»jiT#e>n5<b'&tittfnuv^>^fflViT. mmmutmm(D:Mm'vn 

'H NMR (DMSO-dg) 6 10. 03 (IH. brs). 8.07 (IH. d. J = 2.4 Hz), 7.46 (IH, d 
d. J = 2.4. 8.6 Hz). 6.45 (2H. brs). 6.37 (IH, d. J = 8. 6 Hz). 4.69 (2H. 
s) . 4. 16 (2H. t. J = 6. 6 Hz) . 3. 33-3. 29 (4H. m) . 1. 93-1. 88 (4H. m) , 1. 6 
7-1.59 (2H. m). 1.43-1.35 (2H. m), 0.92 (3H. t. J = 7.3 Hz). 

mmm 1 5 : 2-:/ h =^ ->-9- (6-^ jit^vj -3- tf u z^jv ^ -s- 1 f □ ^ -> t 5^ 

'fl NMR (DMSO-d,) (5 10. 01 (IH, brs). 8.14 (IH. d. J = 2.4 Hz). 7.53 (IH. d 
d. J = 2.4. 8.6 Hz), 6.78 (IH. d. J = 8. 6 Hz), 6.45 (2H. brs). 4.73 (2H, 
s). 4 16 (2H. t. J = 6.6 Hz). 3.66 (4H. t. J = 4. 9 Hz). 3.38 (4H, t. J 
= 4.9 Hz). 1.67-1.61 (2H. m). 1. 43-1. 35 (2H. m). 0.92 (3H. t, J = 7. 3 H? 
). ■ 

ll»J16: 2->^h^'>-9-(6->^p<5";i/7$/-3-eU>^;i/p<5^;i/)-8-b Kp4^v 

■H NMR (DMSO-de) 5 10. 12 (IH, brs), 8.09 (IH, d, J = 2. 4 Hz), 7.48 (IH, d 
d. J = 2. 4. 8. 9 Hz). 6.57 (IH, d, J = 8.9 Hz). 6.49 (2H. brs). 4.70 (2H, 
s). 4.16 (2H. t. J = 6.6 Hz). 2.97 (6H. s). 1.70-1. 46 (2H, m). 1.43-1.3 
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3 (2H, m). 0.92 (3H. t. J = 7. 3 Hz). 

mmmu : 2-:/5^Jl/7 $ y -9- (6- □ 0-3- bf U -JJV^ ^Jl) -8- h F □ 4^ -> T 5^ 

'HNMR (DMSO-dj) a 10. 10 (IH. brs). 8.56 (IH. d, J = 1. 9 Hz). 8.49-8.47 ( 
IH. m). 7.71-7.67 (IH. m), 7. 38-7. 33 (IH. m). 6.50 (2H. brs). 4.90 (2H. 
s). 4.14 (2H. t, J = 6. 6 Hz). 1. 67-1. 57 (2H, m). 1.41-1.30 (2H. m). 0.90 

(3a t. J = 7.3 Hz). 
g|»J18: 2-yg^JW7 $ y -9- (2-:^ □ P-S-tf U >?;i.p< ^;V) -8-h K n 4^'>T^ 

'HNMR (DMSO-dj) (5 9. 76 (Ifl. brs). 8.35-8.32 (IH. m). 7.47-7.36 (2H. i). 
6.23 (IE brt. J = 5. 7 Hz). 6.07 (2H. s). 4.88 (2H. s). 3.13-3.05 (2H. m 
). 1.43-1.27 (2H, m), 1.24-1.16 (2H. m), 0.82 (3H. t. J = 7.3 Hz). 

2-:/g^;i/T=£y-8-bKD^>-9-(6-y h4^>^-3-h!Ui?;V^5";i/) T 

'HNMR (DMSO-dj) 5 10. 07 (IH. brs). 8.17 (IH, d. J = 2.4 Hz). 7.67 (IH. d 
d. J = 2. 4. 8.4 Hz). 6.82-6.76 (2H. m), 6.60 (2H. brs). 4.78 (2H, s). 3. 
81 (3H. s), 3.25-3.17 (2H. m). 1.54-1.43 (2H. m). 1.38-1.25 (2H. m). 0.8 
9 (3H, t, J = 7. 3 Hz) . 

mmmZO: 2-:^5^;i^7$y-8-h Kn4^S/-9-(2-tf U>^;i/;>t^JW)77'-> 

'HNMR (DMSO-dj) 5 10. 88 (IH. s). 8.56-8.54 (IH. m). 8.05-7.89 (3H, m). 7 
.46-7.41 (2H. in). 5.05 (3H. s), 3.19-3.14 (2H. m). 1.44-1.21 (4H. in). 0. 
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81 (3H. t. J = 7.3 Hz). 

'H NMR (DMSO-dj) (5 9. 78 (IH. brs), 8.55 (IH, d, J = 2. 4 Hz). 8.47 (IH. dd 
. J = 1.9. 4.9 Hz), 7.68 (IH, d, J = 7. 8 Hz). 7.34 (IH. dd. J = 4. 9. 7.8 
Hz). 6.21 (IH. brt. J = 5.5 Hz), 6.05 (2H. brs), 4.84 (2H, s). 3.20-3.1 
2 (2H, m). 1.47-1.39 (2H. o), 1. 32-1. 24 (2H, m), 0.87 (3H, t, J = 7. 3 Hz 
). 

mmm22: 2-:/5^;W7$y-8-b Ka^'>-9-(4-tf Ui?;i/p^^Jl/)75^n> 

'H NMR (DMSO-de) 5 11.05 (IH. brs). 8.76 (2H. d, J = 8.7 Hz). 8.09-7.88 ( 
3H, nO. 7.73 (2H. d. J = 8.7 Hz). 5.09 (2H. s). 3.22-3.17 (2H. id). 1.47- 
1.32 (2H. m). 1.29-1.18 (2H. i). 0.82 (3H. t, J = 7.4 Hz). 

^»J23: 2-:/^)V75. 7 -9- (2. □□-3-b!U i^;^p^5^;t/) -8-b Ha^'> 

'H NMR (DMSO-de) 5 9. 82 dH. brs). 7.61-7.51 (2H. m). 6.23 (IH. brt. J = 
5. 4 Hz). 6.08 (2H. s), 4.87 (2H. s), 3.12-3.05 (2H, m). 1.40-1.19 (4H. m 
), 0.82 (3H. t, J = 7. 3 Hz). . 

^»j24: 2-^^)V7^ y-9-(6->?p^5^;i/75 y-3-tf 'J >?;U^^;M-8-h HP 

'H NMR (DMSO-dj) (5 9.61 (IH, brs), 8.10 (IH. d. J = 2. 2 Hz). 7.49 (IH. dd 
. J = 2. '2, 8.6 Hz). 6.56 (IH. d. J = 8. 6 Hz). 6.18 (IH. brt. J = 5. 7 Hz) 
. 5.97 (2fl. brs). 4.65 (2H, s), 3.22-3.15 (2H. i). 2.97 (6H. s). 1.53-1. 
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42 (2H. m). 1.38-1.24 (2H. m). 0.89 (3H. t. J = 7.3 Hz). 

nmmii: 2-:/h^'>-8-b: K □ ^->-9- 9" Jl/-3-b! Uv?;P/ 5" 75^- > 

'HNMR (DMSO-de) (5 9. 95 (IH, s). 8.42 (IH. d, J = 2. 2 Hz). 7.58 (IH, dd. 
J = 2. 2. 8.1 Hz). 7.20 (IH. d. J = 8. 1 Hz). 6.46 (2H. brs). 4.84 (2H. s) 
. 4.14 (2H. t. J = 6.6 Hz). 2.41 (3H. s). 1.62 (2H. m). 1.37 (2H. m). 0. 
90 {3H. t. J = 7. 3 Hz). 

^Jfegj|26: 2-:/ N^'>-8-fc Ha^->-9- (2-pt5^Jl/-3-tf U z^)V:A^)V) 75^- > 

'HNMR (DMSO-de) 6 10. 01 (IH. brs). 8.33 (IH, d. J = 3. 1 Hz). 7. 39(1H, d 
. J = 6. 4 Hz). 7.15 (IH. dd. J = 3. 1. 6. 4 Hz). 6.49 (2H. brs). 4.88 (2H. 

s), 4.10 (2H. t. J = 6.6 Hz), 2.59 (3H, s). 1.59 (2H, m). 1.34 (2H. m), 

0. 88 (3H, t, J = 7. 3 Hz) . 

mmm2i: 2-:/9^;]/7$y-8-fc Hn^r->-9-(6-;>t^;i/-3-b!';e;^;v>t5^;t/)75^ 

'HNMR (DMSO-d.) (5 9. 78 (IH. s). 8.42 (IH. d. J = 2. 2 Hz). 7.57 (IH, dd. 
J » 2. 2. 8. 0 Hz), 7. 19 (IH, d. J = 8. 0 Hz), 6. 22 (IH. t. J = 7. 1 Hz). 6. 
09. (2H. brs). 4.78 (2E s). 3.16 (2H. m). 2.41 (3H. s). 1.44 (2H, m), 1. 
28 (21 in), 0.87 (3H, t. J = 9. 6 Hz). 

mmm2S: 2-:/^;i^7^y-8-b Ha^->-9-(2-/9^>>i/-3-bf U i^)V>^^)l) 7^ 
=.> 

'HNMR (DMSO-dj) 5 9. 70 (IH. s). 8.32 (IH. d. J = 3. 1 Hz). 7.37 (IH. d, ' J 
= 7. 7 Hz) , 7. 14 (IH, dd, J = 3. 1, 7. 7 Hz) , 6. 20 (IH. t, J = 6. 4 Hz) , 6. 
0 (2H. brs), 4.82 (2H, s). 3.12 (2H, m). 2.60 (3H. s), 1.39 (2E m). 1. 2 
5 (2H. in). 0.84 (3H. t, J = 7. 1 Hz). 
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mmm29 2-y^JV7 $ y -9- (2-^ n n-^-^ 5^;|/-3- tf U >>Jl/;>^ -8-h H n 

'H NMR (DMSO-d,) 6 9. 74 (IH. brs). 7.33 (IE d. J = 5. 8 Hz). 7.22 (IH. d. 
J = 5.8 Hz), 6.24 (IH, m). 6.06 (2H, brs). 4.83 (2H, s). 3.09 (2H. b). 
2.42 (3H. s). 1.37 (2H. n). 1.25 (2H. m). 0.82 (3H. t, J = 5. 5 Hz). 
1116^30: 2-::^^Jl/7$/ -8-1:1 H D^'>-9- (6-h P □:^'>-3-br'J >^;V^5^;i/) 

'HNMR (DMSO-de) 6 11. 50 (IH, brs). 9.61 (IH. brs). 7.45 (IE dd, J = 2. 6 
, 9.5 Hz). 7.28 (IH, d. J = 2.6 Hz). 6.28 (IH. d, J = 9. 5 Hz), 6.22 (IH, 
t, J = 6. 2 Hz), 6.00 (2H. brs). 4.53 (2H. s). 3.17 (2H. q. J =6.2 Hz), 
1. 45 (2H. i) , 1. 30 (2H, m) , 0. 88 (3H. t. J = 7. 3 Hz) . 
mmmU: 8-t:HD»'>-2-(2-p^ h^'»xh^'>-9-(3-fc!U>^;P^5^;i/)75^r: 
>. 

■)siji^r^mmmm^m\^^xmmm\tmm(D-:Mmxmmh^m^%rco 

'HNMR (DMSO-de) 6 10. 02 (IH. brs). 8. 57 (IH, s), 8.48 (IH. d, J = 4. 8 Hz 
), 7.70 (IH. d, J = 6. I Hz), 7.36 (IE dd, J = 4. 8, 6.1 Hz). 6.50 (2H, b 
rs). 4.90 (2H. s). 4.27 (2H. t, J = 46 Hz). 3.59 (2H. t. J = 4. 6 Hz). 3 
.27 (3H. s). 

^»J32: 8-fcHD^'>-2-^ b^>-9- (3-lf' j ':^;pp<^;i/) 75'z:> 

•HNMR (DMSO-d,) 5 10. 04 (IH, brs), 8.57 (IH. s). 8.48 (IH. d. J = 4. 8 Hz 
). 7.71 (IH. d. J = 6. 1 Hz). 7.35 (IH. dd. J = 4.8. 6.1 Hz). 6.53 (2H. b 
rs), 4.90 (2H, s), 3.76 (3H, s). 

^Wj33: 2-y5^;P7^/-8-Xh4^->;^;i.:j^-Jl/;r^'>-9-(6->l K:^S/-3-h°iJ 
S^;U^^J1/)75^X> 
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mmmi9'vn^ti^it^m(2oo mg. o.58 moDomt^^uymmn^ mDir 

. hUx^;^75>{100 ULl. 0. 75 miBOl). ^no^mx5';V (67 ul, 0. 70 m 
mol). >'p^5";i/7^y tfU v>(20 mg. 0. 17 mmol) ^Jli;^:ijp^. ^mTlS^ralS 

#fc(iR^: 7m. 

•H NMR {CDCl3)5 8.33 (IH. d, J = 1. 9 Hz). 7.75 (IH, dd. J = 1. 9. 8.4 Hz) 
. 6.15 (2H. brs). 6.67 (IH. d. J = 8.4 Hz). 4.87 (2H. s). 4.71 (IH. brt. 

J = 5.4 Hz). 4.46 (2H. q. J = 7. 1 Hz). 3.90 (3H. s). 3.41-3.34 (2H. m), 

1.60-1.35 (7H. m). 0.96 (3H. t. J = 7.3 Hz). 

mmmA : 2-:rg^;i/7 s y -9- (6-^ a n-s- tf u -8-x h 4- i^fj 

x;i/:t^'>7xx> 
ll»J17T?#e.n^{k^«Klt^DD^||X5^;P^MViT. IIWJ33i:li:g|o:;& 

'H NMR (CDCI3) (5 8.55 (IH. d, J = 2. 4 Hz). 7.81 (IH. dd. J = 2. 4. 8.4 Hz) 
. 7.27 (IH. d. J = 8.4 Hz). 6.06 (2H. brs). 4.93 (2H. s) . 4.83 (IH. brt, 
J = 5.5 Hz), 4.47 (2a Q. J = 7. 1 Hz). 3.40-3.32 (2H. 1), 1.59-1.36 (7H 
, m) . 0. 95 (3H. t. J = 7. 3 Hz) . 

3-bfUi^;t/^g^;M7x^> 

'H NMR (CDCI3) 5 8.32 (IH. d, J = 2. 2 Hz), 7.74 (IH. dd. J = 2. 2. 8. 9 Hz) 
. 6.68 (IH. d, J = 8.9 Hz), 6.08 (2H, brs), 5.23-5.13 (IH, 1), 4.89 (IE 
brt, J = 5.8 Hz). 4.87 (2H, s). 3.91 (3H, s). 3. 42-3. 35- (2H, m), 1.60-1 
. 52 (2H. IB) . 1. 48-1. 37 (8H. m) , 0. 96 (3H. t, J = 7. 3 Hz) . 

mmmn 2--:f^)l7 S y -9- (6-^ □ □-3-tf U i^)V;^^M -8-< V-fa^^i^ 
;^;P/J^-;i/:t^'>7xx> 
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'H NM (CDCI3) 5 8.55 (IH. d. J = 1. 9 Hz), 7.80 (IH. dd. J = 1. 9. 8.4 Hz) 
. 7.27 (IH. d. J = 8.4 Hz). 6.14 (2H. brs). 5.24-5.14 (IH. m), 4.96-4.92 
(3H, m). 3.40-3.33 (2H. m). 1.62-1.51 (2H. m). 1.45-1. 34 {8H, m). 0.95 
(3H, t. J = 7. 3 Hz) . 

mmmzi: 2-::^h=^'>-8-xh=^~>:^;t.4^:^;i/:t^'>-9-(6-pt h^'>-3-tf us^;p 

'H NMR (CDCI3) (5 8.33 (IH. d. J = 2. 4 Hz). 7.75 (IH. dd. J = 2. 4. 8. 1 Hz) 
, 6.68 (IH. d. J = 8.1 Hz). 6.15 (2H. brs). 4.93 (2H, s). 4.48 (2H. q. J 
= 7.1 Hz). 4.30 (2H. t, J = 6. 6 Hz). 3.90 (3H, s). 1. 83-1.72 (2H. 0). 1 
.53-1.43 (5H. m). 0.98 (3H. t. J = 7. 3 Hz). 

mmmU: 2-:/h^->-9-(6-^an-3-b!U>^;V^^;M-8-xm^->j^jP3j^-Jl/ 

'H NMR (CDCI3) (5 8.56 (IH. d. J = 2. 4 Hz). 7.81 (IH. dd. J = 2. 4. 8.4 Hz) 
. 7. 29 (IE d. J = 8. 4 Hz) . 7. 28 (2H. brs) . 4. 99 (2H. s) . 4. 49 (2H. a. J 
= 7.0 Hz), 4.28 (2H. t. J = 6.6 Hz). 1.81-1.71 (2H. 1). 1. 52-1.43 (5H. 
m). 0.97 (3H. t, J = 7. 3 Hz). 

IIIS^J39 : 2-y H 4^ S/-9- (2-^ D n -3- tf U vJl/ ^ ^;l/) -8-X h^i/:^ 

'HNMR (DMSO-ds) 6 8. 37-8. 35 (IH. m). 7.73-7.69 (IH. m). 7.41-7.37 (IH. id 
). 7. 09 (2H. brs). 4.95 (2H. s). 4.39 (2H, a. J = 7.2 Hz), 4.12 (2H, t. 
J = 6.6 Hz). 1.61-1.53 (2H. m). 1.37-1.29 (5H. m), 0.87 (3H, t, J = 7. 3 

132 



wo 02/085905 PCT/JP02/03727 



Hz). 

^> 

'H NMR (CDCI3) 5 8. 77 (IH. d. J = 2. 2Hz). 8. 56-8.53 (IE. 1), 7.85-7.81 (1 
H. m) . 7. 25 (2H. brs) . 7. 24-7. 22 (IH. m) , 5. 02 (2H, s) . 4. 30 (2H. t. J = 
6. 6 Hz) . 4. 05 (3H. s) . 1. 82-1. 72 (2H. m) . 1. 53-1. 42 (2H. 1) . 0. 97 (3H, 
t. J = 7. 3 Hz) . 

mmm^l 2-:/ h^'>-8- (n-^>^Jl/:t^'» ;^;i/;i^:iJl/:r^'>-9- (3-bf U >^JW 
p^5^Jl/)7x^> 

'H NMB (DMSO-dj) 6 8. 59 (IH. d. J = 1.9 Hz). 8.51-8.48 (IE m). 7.75-7.72 

(IH, m). 7.39-7.34 (IH. i). 7.07 (2H, brs). 4.92 (2H. s). 4.32 (2H. t. 
J = 6.6 Hz). 4.18 (2H, t. J = 6. 5 Hz), 1.71-1.61 (4H. i). 1.41-1.31 (6H. 
nO. 0.93-0.85 (6H. m). 

mmmA2: 2-y h^'>-8- ('>^ U^^zyJVrj-^zy) )\,^-}\,:t^z^-B- (3-bf 'J 

'H NMR (DMSO-de) (5 8. 60 (IH. d. J = 1.9 Hz). 8.51-8.49 (IH. m). 7. 76-7. T2 
(IH, m). 7.39-7.35 (IH. m). 7.07 (2H. brs). 4.96-4.93 (3H. m). 4.18 (2H 

. t. J = 6.5 Hz). 1. 86-1.58 (8H. i). 1.44-1. 33 (6H. m). 0.91 (3H. t. J = 
7.4 Hz). 

mmmAZ 8-(7U;p:t-=^-»;^;V;}^3;i/;j-:^'>-2-:/h^>-9-(3-tfiJS^Jl/:>^5^ 
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'HNMR (DMSO-de) (5 8. 61 (IH. d, J = 1.9 Hz). 8.51-8.49 (IH, m). 7.77-7.74 

(IH. i). 7.39-7.35 (IH, m). 7.25 (IH. dd. J = 6. 5. 13.8 Hz). 7.03 (2H. 
brs), 5.06 (IH. dd. J = 1. 9, 13.8 Hz). 4.93 (2H. s), 4.86 (IH. dd. J = 1 
.9. 6.5 Hz). 4.19 (2H, t. J = 6.6 Hz). 1.64-1.41 (2H. m). 1.39-1.33 (2H. 
in). 0.91 (3H. t. J = 7.4 Hz). 

mmmU: 8-7'fe5";^:t^'>-2-y h=^'>-9-(6-^nn-3-brU -J)V:^'^)V) y=f 

'H NMR (CDCI3) 5 8.56 (IH. d. J = 2. 4 Hz). 7.80 (IH. dd, J = 2. 4. 8.4 Hz) 
, 7. 30 (IH, d, J = 8. 4 Hz) . 7. 28 (2H. brs) . 5. 00 (2H. s) . 4. 29 (2H, t. J 
= 6. 5 Hz), 2.72 (3H, s). 1.82-1.71 (2H. m). 1.52-1. 42 (2H. n). 0.97 (3H 
. t. J = 7. 3 Hz). 

j|jfa^45 : 8-:/a tf :t:2;V:t^'>-2-:/ h 4^e^-9- (6-^ n P-3-lf U )\^ ^ ^)V) 

'HNMR (CDClj) 6 8.55 (IH. d. J = 2.4 Hz). 7.80 (IH, dd. J = 2. 4, 8.1 Hz) 
, 7.30 (IH, d, J = 8. 1 Hz), 7.28 (21 brs). 5.00 (2H. s). 4.29 (2H, t. J 
= 6.5 Hz). 3.14 (2H. q. J = 7.4 Hz), 1.82-1.71 (2H, m). 1. 55-1.42 (2H. 
m). 1.23 (3H, t. J = 7. 3 Hz), 0.97 (3H, t, J = 7. 3 Hz). 

^»J46: 8-^>l/-r;i/:t^'>-2-:/h4^->-9-(6-p^5^;l/-3-hrUi^;i/p^5^;M 7 

'H NMR (CDCI3) 5 8.64 (IH. d. J = 2. 4 Hz). 7.77 (2H. d. J = 7. 3 Hz). 7. 69 
(IH. dd. J = 2.4. 8.1 Hz). 7.63 (IH. t. J = 7.3 Hz). 7.49 (2H. t. J = 7 
.3Hz). 7. 09 (IH. d. J = 8. 1 Hz). 5.76 (2H. brs), 4.95 (2H. s). 4.34 (2H 
. t. J = 6. 6 Hz) , 2. 52 (3H. s) . 1. 78 (2H. m) . 1. 52 (2H. m) . 0. 99 (3H, t, 
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J = 7.3 Hz). 

mmmAl: 8-^>>/^;i/:t4^S^-2-:/5";P7$y-9-(6-^^;i/-3-b!U 

'H NMR (CDCI3) d8.63 (IH. d. J = 2. 0 Hz). 7.74 (2H. d, J = 7.4 Hz). 7.69 
(IH. dd. J = 2.0. 7.9 Hz). 7.61 (IH. t. J = 7.4 Hz). 7.47 {2H. t. J = 7 
. 4 Hz) . 7. 08 (IH. d. J = 7. 9 Hz) . 5. 57 (2H. brs) . 4. 88 (2H. s) . 4. 84 (IH 
. t. J = 5. 9 Hz). 3.40 (2H. 1), 2.52 (3H. s). 1.58 (2H, m), 1.42 (2H. m) 
. 0. 97 (3H. t. J = 7. 3 Hz) . 

mmmA%: 2-:/h^y-8-(4-p^^;W) ^>V-r;W;^4^y-9-(6-^5^;W3-tf'J >?JI/ 

•HNMR (DMSO-de) (5 8.44 (IH. s). 7.73 (2H. d, J = 8.2 Hz). 7.62 (IH. d. J 
= 8. 0 Hz) , 7. 30 (2H. d. J = 8. 2 Hz) . 7. 20 (IH, d. J = 8. 0 Hz) . 6. 84 {2H 
, brs) , 4. 84 (2H, s) , 4. 22 (2fl. t. J = 6. 6 Hz) . 2. 42 (3H. s) . 2. 40 (3H, s 
). 1.66 (2H. m). 1.41 (2H. m). 0.92 (3H, t. J = 7:4 Hz). 
mmmA9: 2-:f'J')V7^y-Z- (4-^g";M ^>'M )V:t^i^-9- (6-;?^5^;W3-br'J 

'H NMR (DMSO-de) 6 8. 43 dH. s). 7.69 (2H. d. J = 8.2 Hz). 7.62 (IH. d. J 
= 8.0 Hz), 7.28 (2H, d. J = 8. 2 Hz). 7.19 (IH, d. J = 8. 0 Hz). 6.71 (Ifl 
. brs). 6.25 (2H. brs). 4.80 (2H. s). 3.22 (2H. t. J = 6. 6 Hz). 2.42 (3H 
. s), 2.39(3H, s). 1.46 (2H. m). 1.30 (2H, m). 0.89 (3H. t. J = 7. 4 Hz). 
II:SS^50 : 2-:/g^;P7$y-8-b Ha^->-9- (l-^7^;i/p<5^JH 75^-> 

•ft. 
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'H NMR (DMSO-dg) 8 9.79 (IH. s). 8.39-8.41 (IH. m). 7.94-7.97 (IH. i). 

7.83-7.86 (IH. m). 7.55-7.59 (2H. m), 7.40-7.46 (IH. m). 7.26 (IH. m). 
6.17 (IH. t. J = 5.8 Hz). 6.05 (2H. s). 5.28 (2H. s). 3.09-3.16 (2H. m). 

1.36-1.44 (2H, i). 1.21-1.29 (2H. i). 0.83 (3H. t. J = 7.4 Hz) 
Hjffi^JSl : 2-:/5^JP7$y-8-bHn4^'>-9- (2-j-75^;Ppt5^;i/) 75^r:> 

•H NMR (DMSO-d,) 5 9.69 (IH, s). 7.84-7.89 (3H. m). 7.74 (IH, s). 7.47 
-7.52 (3H, m), 6.21 (IH. t. J = 5.8 Hz). 6.03 (2H. s). 4.97 (2H, s). 3.1 
2-3.20 (2H. m). 1.41-1.46 (2H. m). 1.22-1.31 (2H. m). 0.83 (3H. t. J = 7 
. 4 Hz) . 

'HNMR (DMSO-dj) S 10.21 (IH. s). 8.37-8.41 (IH. i). 7. 85-7.98 (2H, m) 
. 7.55-7.60 (2H. m). 7.41-7.47 (IH, m). 7. 25-7.28 (IH. m), 6.52 (2H. s). 
5.34 (2H, s). 4.10 (2H. d. J = 6.6 Hz). 1.55-1.61 (2H. id). 1.29-1.38 (2 
H. 1) . 0. 87 (3H. t. J = 7. 3 Hz) 

^lfSM53 : 2-y m^v'-S-h Kd^->-9- i2-i-y^)V:A^}l) 7^-> 

'HNMR (DMSO-de) 5 10.12 (IH. s). 7.87-7.90 (3H. m). 7.76 (IH. s). 7.4 
6-7.51 (3ft m), 6.45 (2H. s). 5.02 (2H, s). 4.14 (2H. d, J = 6.6 Hz). 1. 
55-1.63 (2ft m). 1.31-1.39 (2ft m). 0.88 (3ft t. J = 7. 3 Hz) 
^M^!l54 : 2-r^5^;|/7$y-8-b Kd^^'>-9- (5-^ □ □-2-5^x- Jl.p(5^;t.) y 

tCo 

•H NMR (DMSO-dj) 5 9.85 (1ft s), 6.96 (1ft d, J = 3. 8 Hz). 6.91 (1ft d 
. J = 3.8 Hz). 6.23 (1ft t. J = 5.4 Hz). 6.07 (2ft s), 4.87 (2ft s). 3.1 
5-3.23 (2ft id), 1. 43-1.53 (2ft m). 1.24-1.37 (2ft i). 0.89 (3ft t. J = 7 

136 



wo 02/085905 



PCT/JP02/03727 



.3 Hz) 

ll»J55 : 2->^5";i/T$y-8-hHa4^'>-9-(6-pt^;P-3-tfUi;jl/^5^Jl/)T^ 

mm^inwit'^f^ {2. 52 g, 7. 70 mmDo^^y (520 mi) \zo. 5n ^m. 

(30.8 ml) <&ira;^, «fttibfcijg^§iilKb> ^^E^b-^^^flfeo 
mp 249-252 "C 

Calc : C 45. 17. H 5.45. N 23.04. S 7.54 
Anal : C 44. 96. H 5. 56. N 22. 90. S 7. 53 

^ifiM56: ■7'>7.B$MBatc:fent^^>^-7xD>^#f^^ (in vitro) 

miTo^j-aufc. ^LT. n'^^'^^m^itWkKc'km (o.2x dms 

oS'^m *#'>x;i/jc:o. 5 mlTo^Jinu. 5!i; z^iiy^3.-^-^—Pr^%ix,. i 

«±?»^#fc:, Jg||±mtt'®-l'>^-7xn>;b#tiJ. A. Armstrong. Methods 
in Enzymology 78. 381-7lc:fE<fe©;t'r:t7-/-fe^{c:ckDJt»b;/S:o T^t»-fel 

xio^ ct\\%/^^\i\(i^'^^7.mmmm^ L929^96?t©^«yi/-hT24^r^^ 
^'5'-f;v:^sr 100 lii To^jDL. )]/7.mmkkmw^<hmuwsL^^^i? 

m:M-U'^A7K^^^-e^^j?b, 595nm©®iRi&ii^-r5C:tTff-pfcc # 
^^t'^mmtl^X. 9-^>v';l'-2->^^;V75y-8-k Hd^->Tx— > (W099- 
28321 ®*»i24©ft;^tl) . #%<t^W!l2tLT, 9-^>>^;W2->^ h^^v-S- 
kHu^>^7x-> (W099-28321©^iS^J19©<b^tl) > Jtlfi^Mlt bTR-837 ( 
-f5+^K) , itl55if!I2tLTR-848 (1- (2-t K n:^^v'-2-p<5^;i/yn tr;i/) -2- 
^h^s>x5^;i/-iH-'r$^v^[4. 5-c]^yu>-4-75» ^fflVifc. ^2fc#ib; 
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^2 





(niO 




(hM) 


mmmi 


1 




10 


mt&mz 


1 
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mmm^ 


1 




30 


^mmi 


10 
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mmmB 
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mmm22 


10 


mmmi 
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mmm23 . 


10 




t 




3 




1 




I 




3 


mmm2i 


I 




IC 
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mi^mu 
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mmm2i 


10 


mmmn 


10 




10 


mmmiz 
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##fl:-&4&l 


100 


mmmiA 


1 




1 




1 




300 




1 


ttmm2 


3 


mmmn 


3 







mmmbi: -^^xiz^n^-ots^-yoLnz^mmi^m (in vivo) 
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S3 



-f >^-:7xD>ig^Si4 (U/ml) 





(ng/kg) 




0. 03 


0. 1 


0. 3 






123±87 


322±95 


AAA t n A 

623±32 




25±17 


388±87 


1Z11±263 


2559±495 








353±73 ' 


I966±532 








133±33 


473 ±9 








S69±42 


1222±248 








347±149 


845±22 




13±5 


167±97 


725 ±141 


936±438 










539±107 






89±22 


409±267 


733±256 


^M^O 1 1 






279 ±177 


568±160 


^mvH J Z 








31±5 


•^•fefir/at 1 ? 








304±138 










570±B3 








52±32 


603 ±147 


^ifffllrU 1 0 






251±46 


716±155 






31±23 


183±43 


999 ±379 










94 ±49 




14±5 


199±84 


383±122 


60I±187 






15±8 


290±134 


571±164 








21±9 


332±83 


^:SS|i!I23 






42±7 


414±118 










403±146 




65±52 


151±29 


753±140 


721±299 


mmm26 




121±11 


433±366 


780±190 


mmm 




14±3 


324±66 


804 ±274 








186±62 


1462±260 










619±268 








55±25 


275 ±165 






60±40 


186±42 


317±160 








1638±246 


1961 ±950 
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;&M2. 173±6619 U/mK llifi^J27)&tl4. 488±6365 U/mK #%'eai2*?18, 305±5578 

mmM^9: }i h^mMmmnmrn (pbmo \z^if^-(>^-y oLommi^m 

m'^^y >y^^ 75^(D^mJt^^/VJ >-}BmskV. Lymphoprep™ (NYCOMED P 
HARMAAS) *ffiVifc^^^E3^>i>4Mi{Cj;t)m^^SBIia (PBMO ^USSlUfc. PB 

Mc*«ts RPMi mQmm'v2mm^hrc^s iQ%^->mi?jssLmmM mi mo 

±m^^i®^SiSk:J;DgIJRt> IFN^#fll1±OSa3£^®^fc#^-rs*T-20'Cls^T1? 
mm^WLft, mm±m'^<0}i hlFN-a^Jta^r-Ti^^A^fcODSSIillELISA sy 
stem^mmVfto ^4\z^m^^'r, (I.25 pg/ml) ]^T. NTtt 

^4 







mm m 


0.3 


1 


3 


10 


30 




NT 


5±3 


17±17 


50±33 


61±38 




NT 


5±1 


12±11 


48±34 


60±33 




7±3 


28±24 


46±34 


NT 


NT 




NT 


6d:3 


26±22 


56±87 


59±33 








6±5 


NT 


NT 




NT 




7 


23±22 


64±40 



7jil&©BALB/c"7^7XIC. 10 /igO:t-:i^7;P::^5><£K«P$-frfc4 mgCDTKi^-fb 

7)v^=:^A^)v (loOitii) ^mi&p^^^Lx^mv. uB^mmrmmit^v 
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y-JV (50 III) . ^nS/U>G (100 U/ml) x :^hwyhT-r'» (100/Ag/il 

) *'^trRPMi-i640(c:M«b. mmm^Mm^mmvtz, mmmnmm (sxio* 

ceil/200 Ml/well) \z^t^7)V^^> (0.5 mg/ml) :fe J;t/J^®^^b^t)^^JP t 
^z^ni^Mbfco IFN-r*J;l/^IL-4a7T'>^A|f:> IL-5«x> K>?x>ti:(D^ 
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IL-iM^mm^M (% Of control) 







n 1 


1 


10 


100 




no 

98 


7 


2 


<1 




96 


4 


<1 


<1 


liaV'i I u 




54 


3 


<1 


^ii^^lll 7 




40 


<i 


<1 






32 


<i 


<1 






106 


23 


2 






53 


1 


<1 






88 


9 


1 




86 


2 


<1 


<1 






30 


1 


<1 


it^mi 




18 


1 


<1 




90 


24 


1 


<1 








109 


24 




107 


48 


1 


<1 



ii-m^mmw-m (% of control) 





mm (nM) 


0. 1 


1 


10 


100 




116 


41 


16 


15 




98 


37 


14 


12 






91 


32 


15 


mmmu 




77 


24 


10 






83 


16 


13 






106 


71 


19 






97 


23 


15 






115 


50 


18 




102 


31 


13 


13 






68 


20 


12 






54 


15 


10 


itg^M2 


106 


73 


18 


10 








92 


69 




99 


79 


16 


11 
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id 0 Cmax:fe J; t^Tmax^ o 
^6 



Cfflax:fe<i;t)?Tniax 





Dose 


Ciax 


Tmax 




(mg/kg) 


(ng/il) 


(hr) 


mmmii 


3 


310 


1 




3 


188 


4 




3 


18 


1 




10 


150 


0.25 




3 


565 


0.5 


itmn 


3 


90 


0.5 




3 

10 


19 
15 


1 

0.5 



Ltcmmmmt^, 5.5, 7.A)\z^t^m^mMv. ^jvy^y^7.B.^i)—i^mw 
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^7 



(|ig/ml) 





pH 2.5 


pH 5.5 


pH 7.4 


mmmz 


784 


20 


18 


mmm9 


350 


4 


3 


mmm lo 


34 


15 


10 


mmm 15 


140 


1 


<1 


mmm le 


293 


NT 


NT 


mmm 19 


130 


2 


.2 


mmm 20 


8.813 


NT 


NT 




15, 000 


45 


64 


22 


>80. 000 


73 


16 


mmm 24 


27. 000 


22 


1 


HJI^aj 25 


>1, 000 


5 


3 


^li^«J 26 


>1. 000 


6 


3 


mmm 27 


610 


5 


2 


28 


>1, 000 


8 


4 


mmm 31 


>1, 000 


353 


322 




>1, 000 


82 


25 




26 


<1 


<1 




2 


<1 


<1 



day 0 cj3j;CJCday 7Jc|pia7;wy5 >(GVA) 1 ]agtk\m^ 100 mg^^tf^lg 
^yvVm.'^P^^z.X mliS-¥b^«£$ffVi. day 14{c:l% 0VA^?g!$@W&^>^^ 

Hinkelman^fet, ^O^^ts'^y Vhfco bTSensi. -/Challe. +> CMC- 

NaiRlXFluticasone^ffiVifeo mi'BaSymz^om^^Trito 
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X 10* cells 










Sensi.-/Challe.+ 


2622 


15.60 


6.37 


CMC-Na 


319.55 


281.89 


115.08 


ll]fe^J 27 O.OOlmg/kg 


383.85 


392.01 


160.04 


HJS^J 27 O.Olmg/kg 


186.77 


161.86 


66.08 


HSfe^J 27 O.lmg/kg 


46.84 


51.84 


21.16 


Fluticasone O.Olmg/kg 


300.07 


231.84 


94.65 



day OlCpe7;i^y^>(OVA) 2 /ig^Al{0H)3 5 ingt:'g-tr^?g<£T^7XilIlgg|^ 

fcsoo ;iiK#L^&ssfTVi. day i4tcx-7^;i'^^aj#TTi m/m\(Doy mm 



9 





Mmm ( mm) 










7-feh> 


0.034 


0.021 


0.009 


^MJ17 4i/g/ear 


0.046 


0.024 


0.010 


HiS^Jn 40iWg/ear 


0.048 


0.013 


0.005 


Hi&^j 17 400 U g/ear 


0.014 


0.008 


0.003 









^mencm^m 0 A#) ?&5xlO^ cells/0. 05 ml/mouseTSF^#*iL 
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xmmmn^^V HQ ml/kg) > SfcT^XSfcO lxlO< U/0. 1 inmr)f5xlO< 
WOA wKD^^X^ y^-yoLuy a mT.'mlFN-O! tiamf^) 
TS#b;*S:o S4«4B^}c5IsI^MU;^c. ?^fi)4$nfcM^(DS=g IL] (iiiORr^^ 
^[W] (m)$ji2lEltfSSU, ®jEi^«m W^^ffibfe (V=LXW^) , Sfc. 
SteelO^aitlS^lCk 0#S^«^;t<&ff.-Dfe. «l;£{c«The SAS system for 
Windows Release 8.01 (SAS Institute Inc., Gary, NC, USA) Sr^^Lfe, 

i^mf)^BmzQB(Dmmmm^mi^. mm^mf3i^n\zii^m^=E=.^^-L. Rene 

hrcmmmm(D^nm (n=6) s \z^hrc, ii]!iM27(Z){b-a-ti2^([Xmi 
FN-Q!g#s^^ibf-i^;vs#s^tjt'^fflji^8f35s^iftt/jN$< (/><o.o5), mmm 

giJigi^#'l4l|3m5Sfi5l5 0V2944-HM-liJliat5|^ (Ja J; D A # ) ^1x10" 
cells/0.05 ml/mouse T^F^^Wbfco ^ffilOH^, ^>r^r57-;V^^TTm^ 

y^fcTRlfSSrll^Lfc. lg0fc#:aSfJ^$fTVi, #:ao¥:^^t75ntJS|pIiFfc^ 

^^oiz^mem-f-osmiz^n. t*~5^;w (o. 5%cMc-Na^K^^) . RtKs 

mg/kg0||JSM27©^b^tJ$> jiPl/>x*ffi ViT^0JjSPS#L (10 ml/kg). 
^:^c5xlO^ D/0. 1 inl/Diouse®iIFN-a^#gMc^TS#bfCo S#«40«{C5IU 

m^M'^vTco mmzm^mm^^.m^o^m^mmmmLrco ^it. steeio^ 

aitigl!}c<fc t) WiSII*^l)t«rfTofe. MJtfcttThe SAS systei for Windows 
Release 8.01 (SAS Institute Inc.. Gary. NC. USA) ^mrnVtc. 

m4\z^Lrz^o\z. m^±^\^^nmM\tm^mm\ZTS:^^M.m^) y/mr$>y) 
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^1 0 









5 




5 




0 










lOmg 


TuvB 


600Bg 




250mg 


t Kn^^i/yntfjUrjl/n— 30mg 




5ng 


;»j68 : mm 




i^m\zi:y))k(Dm.^(D®wi^mmM^^^htz. 




20iiig 




Smg 


\iYu^i/:fu\i}V'\L)Vu—7s 200mg 




2ml 




2inl 
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m :^ (D mm 

1 . -m^ ( I ) : 

W (I) 

mm<D7v-}m. x\tmmmL<\t0fim(D^f'U7^)'-)v^^^h imt. 

mmm^S(D7i^)V:t^zym. xitmmm^i<D7)vn 

. D '-c^-^n^7'f=L>mm^^\^<{t^(Ds.mm^i^x{t^n^(Dm^mizff- 

mmm--m7jv^-)\^m. ^mm'-^w7 )in^z^7 
3. MiB-ie^ (I) fc*5ViT. wmmm'-'^<D7)v^)v^r;^^m^(Dmm 

o 
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8. MIB-fiS^t (I) fC^ViT. Yds. ;^^|grl~4cD7;l/=1r;i'S. ^^I^1~4CD 

9. MIB-^^ (I) (c::feViT, Y*^ m^m^A<OT)V'^)VM. ^3fllS:l~4© 

10. mm x\tmmm^'c$>^m^<ommf^9m\zmm<D{[:^mo 

1 1 . il*©ISH^ 1 ~ 1 0 :®©Vi-fn5i/i 1 3®fc:|H®Ojk^tJ<£W^^:J^fr§ 

1 2 . ^^®i5H^ 1-10 ^©vi-rn*^ 1 ]®iwfBife0<t;-g-ti<&^^fife^)-fr^ 

1 3 . it^olSHll 1-10 moif^Tni!)^ 1 :ifc:|3ic©jk;^%Sr#^fife^t1-'5 

1 4 . i»*(Di5ffl^ 1-10 :s0Vi-f 1 mzum<Dit^m^^^m^tt^ 
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1 6. if*©i5ffliii'-i om(D\/^tnif^imzmm(Dit'^m^^s^^i^tt^ 
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mi 



Mean±S.E. (N=6) ; 




(mg/kg> i. t.) tag /kg, i.t.) 



60 
50 



1/4 
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Acetone 
(Placebo) 



40 



400 ifig / ear 



2/4 




3/4 
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